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0 0 2- 1 7 3 7 9 8 ^ 

Mo 

^^^n/N-^^, §.^mm. mum. m^^k. ^^^^MTtBrn. m^mmB. 

Mo 

o T ^ y mee^j ^ ^w-t G w ^ le^^M V -fe r - ^ w ^ « s Tt: (i o 
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^1 



2 002-173798 



^^T'^K^j^.fi^^^^^.j.y, (2) human i n c ^^^t-f"^ 

^V-fe-Z^'-gSK^T^rfi-eOi^th uma n i n t<7)m^^tfz\,t^y Vi- 

[it^]ii2j (1) mm^-^: ixmi^^fi;hr^ymmmtm-i>L<itm 

^-<y^Vifzi±^<7)miiXZf (2) human i nt:^y^i-;h:iti:^^ti- 

m^mi 3] m^mi iMm(ox^v-:=.>vyjmtfziim^mi 2fB«ox 

^'^--^i^m^y h^^\.-xn^fid:h. human i n tmm-^ : ixm 



2003-3056670 



^112 0 0 2- 1 7 3 7 9 8 ^ ^-v' 

[m^m 151 T > ^ rr^ ;^ h -e^ ^ 1 3 mm<7)^t^^o 

[1*^^2 1] SE^JH-^: iT^$tL^T^y^gS^ijt|wi-'^L<{i^Se^tc|ii 

y^-^ y^^i^Mttzit^(DU^-<-:f^h'<7)^^M:^:mmu ^mmitmmi> l 
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2002-173798 ^ >f 

l»*:^2 3] mMm2 2fBm<^'fb'^%tfcii-€-om^^^LT^a#0^'ttj^ 

m^m2 7] ^^:^2 5M^m.(D:^^ ^) -c:-yv:fj^tfzmmm2 emmox 
im^m2 8] i»^]g2 7iam<7)'fb'^%t/c{±-e<7):^^^^LT^^m3?B^$ij 

[0 0 0 1] 

Gm^n^umu^-:r^-m^M (fprld (Dmm.mmKm-t 

^ o 
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^SR2 0 0 2- 1 7 3 7 9 8 ^ ^^i?' 

10 0 0 2] 

SaS(7)^ •^#< (i^fS:tTV^^guanine nucleotide-binding protein (mT> 
&S*tSMl-ty^-^S^^^V>{i7|ll|^5;^g}]^^,^^_||gg (7TMR 

[0 0 0 3] 
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NA<^ffifM-SB^J:6%xpressed Sequence Tag (EST) t LX ^ {z^^ 

"^m^i- itmmx:h ^ « 

-^-yr > GMe®*^S:Ml/^ry^ -^eWco l^tLX. F P R L 1 
tLTV^;z, (J. Biol. Chem. 267(11). 7637-7643(1992)) „ FPRLlOTn*- 
7.tLX\t. -tLti?lCys-^T-i;Tfi5|t(7)f MLP, H I Vfe5fcO g p 4 1 ^-2, 

v>{igp 1 2 o<^fp^-^?7>h\ 7'';:j->'<7)g|5^^7'^K. nm^<Dm^tLx 

(±A^42. Annexin I <^g|5^^y^ K Acute phase pr 
otein. hCAP18. NADH dehydrogenas e^^O§[5^ 
m'S:X^;^>^)^sa^i,yAA^J:t'i3m^^KX^.-^ (Y. Le<b. Int. Im 
munopharmacol. 2^^ l-13Mx 2002^) o 

T)Vyjsy('7-m (Alzheimer' s disease) \tmnnm^^ iiXfmM^-^<7)^ 
T r-r*;^ • h^-yyj ^ (L. D* Adainio^>. Semin. laimunol.. 9#, 17-23Mx 1 

997^) \zx. 'om.m^r)vyjs^^^m<r>Mmm^^^mx\.tznmmm.<Dmm. 

^^mm-r^m^lr^^mmX^^u^—y^l^t: (P^oc. Natl. Acad. Sci. U 
SA. 9 8m. 6 3 3 6-6 3 4 IM. 2 0 0 1^) o C: OitfS^Ji. humanin ( 
WO 0 1/2 1 7 8 7) t^itifhtifz2 4mm^^^^^;h-<f^h-t:^~V^L 
XiBi)^ -^^humanin^T^-^^ Kfi, mm^T )l^y^^4 -r-mm^^trmXLfz^ 

mmmm^mi Lfz<o^^j: h-r. r)i'y^^^'^~m<ofwMx^:hBsmm^^^ t 
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h uma n i mmmmz'^m^fi^ nmmm.Ki'^mLxmmw^imm^^^cD 

[0 0 0 4] 

m^^m.m-t^mn'^. ^^Lx^mmm}^ (-t-^:b*>. u^^-k) tmmj: 
tfzitr^-7.YtLx. ^^m^m^ir^mm^ntLxmm^Kx^fzo 'iit 

mm^^M {■ttj:t>ib. ^)if>Y) (Dmm. ttz. mi^^y^^-Kn-r^rrfc:^ 
•th^tiiX^ho ^^^'k\ziim\y±-i'^'-(Dm.^umtm.^=^±<D'^^^m 
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12 002-173798 ^ ^-i; 



izm-t^o i-^-t>*,, 2^|&B^{±, h uma n i ni:FPRL 1 iifO^'g-tt^^'fb 

^ ■y h«-fflv^-C#^ttd^h uma n i n i: F P R L 1 O^-^^^-ffc^-ii:;!, 
<t^% (T>i5^n-7;h. T=r-Xh) i5J;t^^human i 

FPRL l.tcoM'^tt=J-|g'fb:?^^:^<t'^tf (T^'iJ'rr-xh, Tn'jr.;^ h) 

< F P R L 1 (T)!^^* $r ^^<b $ -li: ^ ^bB-t? ^ * L T ^ ^ 
^'^ittti-^ c: t ^ B fi^j ^ -t->& o 
[0 0 0 5] 

[0 0 0 6J 

(1) ie^J#-^: im$tt^T^ymie^Ji:l^-^)L<{i^@fi<jtci^-oT5 

n/N'-f— . 0^mmi\:&. mmm. mmm.. ^^mrmik. Mm.m^mB. mm 
^iiB.Mtfziimm:Tikm<D^m - mm^\-v^^±M^ (d • 
(3) m^m-^: ir-m^ti:hT ^ ymmmtm~i>LnmMmi,zm-(DT< 
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y MSfi^ij ^ ^^i- ^ G ^ > / ^ ® 1/ -t 7° ^ - > / >? k $ (± <r>%^^ 
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(11) (1) le^im-^: ir-mt>^ti;hT^ /mm^\]tm-'i>L<imnmiz 

^ h'ttil±^(7)iM.}dXrf (2) h uma n i n ^fflv^^ c <!: tr#M<!:i-^^Hr 

(12) (1) Be^j#-^: ir'^:b$tL^T5y@giB^ijtisi-^ t<{i^Kfi<jt; 

^Kifjfi-e^TJi^iJitf (2) h uma n i n ^^^i"^ ^ ^ff^^^^^^l, 
•^y'^-m&Mtfzlt^(Dm.t hum an i n tO^^ft^ ;t«iv^^f-M5^^ 

(13) ±m (11) f2m<7);^^i;-^>i^:^-^^/i{ij-ie (12) ifi^oxi^ 

V-^y^^m^y h=^rfflv^T#f,;h,^^. human i n i:Se^Jl:-^ : i 

^■^^it-k^tfzii^cD^^ 

(14) Trr:::^^^ hT-^-?>±fB (i 3) Mm^it^m. 

(15) T>iJ'=r^X>-e^^_L|B ( 1 3 ) fB«0<b-^i^. 

(1 6) ±ffi (1 3) mm.(7>^t^mtfzii-^<7)i^i^7^\^xf£^mm. 

(17) ±ifi (14) fe«c^Tn'-Xh^^^LT^^#^^tt5^S^L<(iflS 

(18) t;i.^;//n^v-5i^. /N-^^>y>^. r^>m. mmmmmwitm. 

mnMMttzki.mmrrmm(D^m • x^mnx-^^biM (17) lamo^i^ • 

(1 9) ±fB (1 4) ^m<r>r^^xv^^:n\^xt£^mmmmmk 

(2 0) lE^iJS^: lT«^$*t^T^y^ie^Ot|W|-^>L<(±^g0«jtcjSi-<?5r 
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(2 2) ±ffi (2 0) tm.<0>^^^)-=.>if:^^{^tfzU±M (2 1) IBfcOX^ 

(2 3) ±fa (2 2) tm.<7)it-^mtfz\,t^<Dm^^^^\^xtj::h^j^m^mm.^ 

mnm.mttzkmmrjkm(D^m • x^mnx-^h±M (23) mL<D^m • 
(25) sB^j#-^: ix-u^fi^r^ ymm\\tn~^\^<\mm'^Km-(Dr 

(2 6) mm^: ixm^ti^T^ymm^]tm-i>L<imMmKm~(or 
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0 0 2- 1 7 3 7 9 8 ^ ^-t; 

(2 7) _hfB (2 5) lB«c7)Xi5^';-^>^':^^tfc(±±ffi (2 6) tm^y^^ 

i; - - ^ffiv^T#"btL^ ^is^ij*-^ : 1 x-^^fi^r ^ ymm.mt 

|W|— ^> L < (±^W6^H|WI— or ^ /miB^J=Sr#>tt-^ G ^ ^/N'i^K^^SMUr-;^ 

(2 8) Jilfi (2 7) famcO<l:-^%t/i{i-?-<^m^&^WLT:&^m»P$IJ^J^ 
10 0 0 7]. 

y^^^n (mr. FPRL 1 i:H&fBi-^) . ^<DU^-<y'^Ytfz\t^<Di^t^ 
^nm2.n i nt^mm^^fzm^t. (ii) F P R L 1 . -eogp^^T'^ K$ 
fz\,t^(D^t. human i nidX.Xf^it^mt^mm^^fz^^t(Dim'k 
^T^^^t=gr#mi:1-^±ffi (11) IBmox^^'j-^v^^iS, 

(3 0) ( i ) ^f^L/vih uman i n?:FPRLl> ^<DU^^y°^ Vtfzit 
^<r)M\zmm.^^fz^^t. (ii) ^fgiLfch uma n i n :fe J: ^J^fb^i^ =S: 
FPRLl. ^<DU^^':r^Ytfz\t^(D^\,zmm^^fzm^\zii\^;b^ WMX^ 
7thumanin<^FPRLl. K$ Ttti-eomic^ti";?,^^* 

=SrS!l^L. Jtfci-^C.»:^#ii!:t1-^±fS (i i) ^ _ - ^^^.^^ 

(3 1) ( i ) WMLfzh. umanin^rFPRLl ^"^^-f hMli%.\Z^^-^^ 
■fzm^t. (ii) ^mLfzhum2i n i niSXzym.m'it^m^FFRL 

•t^mmzmm^^fzm^izisif^. ii^Lfch uma n i iKDmmmKM-r^ 

(3 2) ( i ) ^IttTth uma nin=^FPRLl fr-g-^f '5>#»OM®^lc 
^M$-*:^v:%-^t, (ii) ^lifeL/ih uma n i Xt/^mt^^^F P RL 
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1 ) f B«c<7) X i5"; - - > i^*:^'^. 

(3 3) ( i ) WMLfzh umaninSr, FPRLl^n - Ki-^DNA=£--^ 

(ii) mmLtzhuman i n ^ X vu-mit^m ^ mmmm^i^<om^kmiizmM 

LfzF P RL 1 l,zmm^^fzm^i.ziaif^. mmLtzhuman i nOFPRL 
li^nir:h^^^nimu it^-t:h:it^smtir;b±t^ (11) mm<D7.^ 

(3 4) (i) FPRL 1 ^fSmb-t^^b^tJ^FPRL 1 ^#^i-^mic^ 

m^^fzm^t. (ii) FPRL 1 *^g^4^^:i-^'^b^t?fej;^>'Mm'^b■&%^FP 

RL 1 =S:^W-t^«lc^M$^irfc:^^tli.nt^. FPRL 1 ^^LtzMmm 
(3 5) FPRL l^rf&tt-fbi-^^b^tf^. F P R L 1 ^ n - K-fjg, DN A =^-^ 

>t i- ^ D N A =1: ^ am £ - -cBfi^m L ^cf^®^m# =^ ^ ^ 

i: i o T t F P R L 1 tc^gife ^^f^^^ t . 
F P R L 1 J: O'K^'fb^tl^S^^g^m^^^lfflJi&Mlc^' 

3iL7t:FPRL 1 \.z^m^^fzWi^\.zii\.i^ ^ ^ FPRL 1 ^^-f^mmMmmn. 

(3 6) FPRL l^grfSmb-r^-fb-a-^^^huma n i n-e^^±Ifi (3 4) t 
fzlt (3 5) iBf^OJ:^^ ij-jr-^^*:^^^ 

(3 7) FPRL l^^^-r^,^Jia$7t{i-eoilM:^t:-^:t-t-^C:t=^Jf^ti- 
-S-hlS (1 2) fBmo;^i^ :feJ:Of 

(3 8) FPRL 1 =1:3- Ki--5> D N A ^^^l"^ DN A ^-^^ff^am^'^^' 
tc|&mLfcFPRLl>Sr^;fri-^Ci:^#m^-t->S±ffi (1 2) |amo^i5^';- 
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^1 

[0 0 0 8] 

. ^mmm. v^jrmm. mm^mm. ^%mm. ^^y^^yj.mm. 
^^y^smu. ffea«. Ji&«, n^mu. mmmmu. mmm. mmu. 

mu. ^nms fimm. i^«^L<{i:fHiKiiBj3a, t/c 

mw^. ^^j^Tsi5. Wf.T^^ -Km^rn.. 5£m. /h^i 

> '\mm. imm. mmm. m:m.. is^. mm) > ts#:. 

WM. ifiii. MO 9. -tfi. Mij^. ^jf, m 

<bW (#!|. :^lr. /Mr) , jfiL^^ .1^^^ ^-^^^ ^ 

mtm.. i^tLU. m> mm. #. ki^, 'wmm^j:t\ #ic 

> #M. mm. M^m. -^^^yT-i^^fj:t'(D^^ia,mM.^t^miQMmm 

[0 0 0 9] 

sB^!i#^ : 1 xmi:> ^fi^r^y mm.m t m^m izm-<DT<y mmm tLx 
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^1 

:^m^m.^^O. 0 1-^100^. 0^L<{iMtO. 5--20m. ^^mtL 
[0 0 1 01 

FPRLl tt-Cti. a) l-e^:b$tL^T^ym@e^J4'<7) 

$^tc0$L<{±M (1-5^) ) <Dr<ym7f)^X^LfzT^ymM^L 

i--3 0i®^S. Wtt<{±i-^ioia?ij£, $f>tc^t L<tiifc>(@ (i~ 
5W ) oT^/m;&^'#int7^:T^ym@e^J> c) m^m^: i-e^t^^tL^r 

[0 0 11] 

(-COOH) , h (-c 0 0"). K ( 

-CONH2) tfziij^:;^^)^^ (-COOR) ofsrnT'^o-ct iv^o 

C:^T'iX^;vtc^lt^R^ LT(i. mK.it. Jcf-;K n-ynif;i. 
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i:'(^7:r-;i.-c 1 _ 2 T;v^;u^^ t < {i « -f-^^;!-^ a -f-^ 

<^fi8il±0«m^ ■(Mx.t^. -OH. -SH. T^y*. ^^^v'^;!.^, > 

o 

RLKi. J. Biol. Chem. 267(11), 7637-7643(1992) tCffim^tLTV^^t&^O 
[0 0 12] 

FPRLlcogp^-^y^K (^T. gl5^-^yf^KtH&ffi^^%^;6^^^^) 
Tti. ±ffiL7tF P R L 1 OSP^-^yf^ KT'*:KW:h.<7)^><7)-C^oT^ iV^^^ 

^-^f^ L-Cfi. i^.TKtt-T'n h^^ir^JV^T^Ua^^it (m^fCtt (Hydrop 
hilic) Um ■e^^fc^;^$tLf^s,5^^^tr^^^KT^^^ ^j^^ 
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^1 
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ydrophobic) §l5fi*-$l5iC^tr-?y^K^|WI:j^lcfflv^^C:i:;!)?T'§^o m^(DV 

O«^T^ym@e?iJOd*>^^^<ti2 01fflMJi. 0t L<{±5 0'l®lil>±. Xt) 
t < {il^j 9 0 %l^l±. J: ^ L < til^j 9 5 %i^JiO*B|WH4:^;^i-^ T ^ / ^BB 

[0 0 13] 

tL<it. 1^1 ois^s. ^f^mtL<i±m.m (i-sm) ) <7)T^ym>6^~ 
^^L. tfcit. 't<DT<ymm¥\nzittzii2miik± {mtL<ii. 1^20 

tfz. ^^m(7)U^-<-^^h'iiC^^7!)^:^?u^:^i,)i.^ (-COOH) . 
.■Jf^v^^^ (-C00-) . T^K (-CONH2) (-co 
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«fs Lv^. :io^m^^ikti,x\t. m^\t. «M mx,\,t. ^m. 

[0 0 14] 

F P R L 1 $ 7-(±^(7)i^(i, JiSB Lt- b h ^PifLil,%(7)^Sgt fzltm. 
[0 0 15] 

^mm<DYT R L 1 ^ L < \t^(7)U^^-7°^ Vtfz\t^<D^tfz},t^(or< V 

i^(D^m\zit. m'^tim<Dm&n^mmmm^m\^-h:iti)^x^^, -eoi^^ 

^)\^y:^-)VT^yTXY:^^)vmm. ^'')r^^))vr^Ymm. 4- (2' , • 

4' -vV h:^i.7:n^;l,-liKn^v^^;i.) 7 a. y v^^Jfi, 4- (2' . 
4' -v*P« h^'>7i-;i.-FmocT5ya^^;i.) "7 a. y ^ t^;^^^^ ^ 

^fzT^ym^. mt^t^hmi&n<Dmm^hz^ ^^(^^(D^mm^^mz^ 
v\ mm±.xm^^^ho wjE^<^mkKmmi!)^hWi^n'i:m^\i^,'fii^mz^m 
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Mm*fflv.^Ci:;5.T'#^;6.^ jl^j;:^ ^^^^v^-Kv^^^ hWiv., ^ ^ 

«i:LTi±. DCC. N, N' - V if ^ K. N-ac^;u- 

N' - (3-5/^^;i.T5yyn.;;v) = i:-;^.^^. <b tL^o CltL 

t:ii;^^;u^^v^(iH00Bt^;^T-;i.tLT^t,:*^i:i6^MT^ymofgmi:^ 

[0 0 16] 

^ ^(7) ^ X ^ ^ v> c tL f> Oii Jicorl^tJ f^^^'ffl V. <b ^ o ^iSiag 

. ^1-^^-2 o'c-^5ot:oigH75-^ig:i:^^$ti^o mmt^tifzr ^ y^m 

i t J: ^ i: :b^x ^ Kf^^^m^MLX 

10 0 17] 
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^v:^;;W-K^;K Cl-Z. Br-Z. T ^ 7 

Kfb. ^'^^^'Mb^i:'lcJ:oTl^^i-^c:t;e»^-e§^o 

^nv>0"7^y-;i.tt^^^O'(^5mi:LT{i. Bz K C 1 2- 

BzK 2-^h0-^>>?;K Br-Z. ^ -Z^ ^ ^} t^yi^^^^^.^f^;^ 

o 

-2, 3, 6->';^-^;i.^>4f>;^;^,^-;i,^ DNP. -<>i^')V^^i^ ^^,1. 
. B um. B o c. Tr t. Fmo c ^j: tybm^^^htl^o 
[0 0 18] 

il#0:^;;wi.':^v;i.«0^14fb$tt7t^,otLT{i. mK.lt. ^Si-^m^^K 
t?^ Tv^K, CT;i/r7-;i. (fij^t^, ^ > ^ n n 7 a: y 2 

, 4, 5-hi;^nn-7a:y-;K 2, 4 - h o :7 ^ y S^rVp<-5-;l^ 
T;i.n-.;K /n'^^ h n To.y HONB. N- Kn^v^;^ ^ v 5 K. N 

-liKn:^v-7^;i.>f ^ HOBt) ^<^^>;r-;i.] ^: ir:6^^ffiv^f>tL^o 
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0^-4 OTCOi^-etT^^JtL^Tj^ m^SlC:fov^T{i. m^lt. T-y-;K 
y^h\ 1, 4-r^>v^;e--;K l, 2-a:.i5'>>>'^:t-;V^^<;OJ:9^:?5^ 

[0 0 19] 

fzM^Mt^m^u ^<^mm&mi:±mLtzx^^j:iE^mm^xm^^-t:bo 
^^KB(Dmm^z'^^.^x^t±mtmmx$>^o m^izx ^^i^htifzumm^m^ 
mmLfz^k. ±m-:f3mzx^ir^x(D^mm^w.^L. mm(Dm.M&m^:n^z 
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0 0 2- 1 7 3 7 9 8 ^ ^^S^' 

[0 0 2 0] 

?i^^@'^^&Ov>-rtLm;oT^)^v^o 1-5^;bt>. :*:^^(7)FPRL 1 
J^L|*^t|5^-^y^ K^> t < fir ^ ^mt^^^lJ^t ^^^^Hi:^ 

T'^^o ^^Ofi-^:^&^^^m*<^>J!5ig|i:Lr{i. }ikT<7)a) ~e) iCfB 

a) M. Bodanszky iSXZ/ U.A. Ondetti. -^^^'f^ K i^y^i^T. (Peptide Synt 
hesis), Interscience Publishers, New York (1966^) 

b) Schroeder*3 J: cauebke. -^T^^KClhe Peptide). Academic Press. Ne 
w York (1965^) 

d) ^mmm iixxfmm^^. ^^t^mmmm u m&m<o^tmY. 205. (1 
977^) 

e) ^mmm^m. mmmsi,(7)m^ mum ^-r^ 

[0021] 

<OFPRLl^:n-h*-t:h^mmm (DNAtfzitRNA. $fiL<{iDNA) 
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Tti. 3^l&W<^)FPRLl^ri^Kf^DNA, mRNAI^<7)RNA-t:^^ «9 . ~ 

MRNAt7-(iDNA: RNAO/N^rVy KT-^>J:v^o -:$:il<^)^^t±. -b> 
XII (-r^r;b^. rz-KM) t-^,oT^. r>^^:.^$I (f^^^^*,. g^^-K 

*l&WOFPRLlS:n-Kt-^.-K,;^^l.^^p-^^,,^^ 
^mS^iiTU rUfPCR^^OSfflJ 15(7). 1997fBmo^^S;-(i-etLtcmi: 

<^cDNA>7.:i'r^i;^, -^^DNAOV^-TttT-^) J: v^o ^ ^ ^7 U -ic-^ffi-f 

v^-r*LT^^or^>J:v^o tfz. JtlBtT-m-a^J^i^totalRNA^T^cJimR 
NA®^*MML7-^>co^fflv.TIi:^Reverse Transcriptase Polymerase Chain 
Reaction (iikT. R T- P C R^^B&I^.^^) J: oTlfiPSI-^ d t ^-^^ ^ 

O 

2xmi^^iv^^mmi^mi-^Di^A. ttzmm^^: 2xmi^^ 

WU^IIW<7)FPRL1 t^®fi«,lC|SI®of&te (^J. v^' 
Se^iJ*^: 2T-^;b$tL^m*@E^Jt/N^:/i;^^XTa:-SDNAtLT{i. 

A^t-Am\^>hn,^^ 

[0 0 2 2] 
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l£. r^U^^9-'!!^u-=,:^^r (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) tcffim^T):^^^ t^l't^o Ttf 9 

mM. ^tL<{i#^l 9-2 OmMT\ UmT^t^ 5 0 - 7 OV. 0iL<{i^t76 

0--6 5'C(^^#$:^i-o i- h ^) f7 Amm^^m 1 smux^i^mm^e 

PRLl^n-K-r^DNAtLT{±. @B^iJ## : 2 T-^:b$ ti^^^ie^J^^ 

^^^•y^ - Kt-^ D N A ^^#1"^ T-tfCti^^ <\ R N A ^ ^> -^.^f ^ 

^^7^c F P R L 1 * n ^ K-r ^ D N A Oi^^ie^JIf^tc^o' ^ IStt -g-^ L d ^ 
o 'e-^L;^c.-Jf.;^^l.:^-^K (^^) (i^ FPRLimf^^<^RNAi:/N^rv 

y^^-t^^tf,^x^. mR-NA o^m t fz \mm ^ ^ c <b ij^x § 

V^tiF P R L 1 M^R N A ^ t-C F P R L 1 «f5^<7)|&S^ 

fi^ts • M^-r^ :itt^x^:h^ FVRhi mmRiiiA<Dm^^ii,fzwm\zmmm 
^'i^-'; ^ 1^:^-^ K. is i j^'F p R L 1 r*3«RN A tm^mz^s^ yi; X-f 

^ c: t ^ ^ ^ 1,:^-^ Kti. J: r>'^#:^-eF P R L l mii:^(D 

^^^m^ • um-r^<DK:^mx^V)^ ^f^m%tj:t^<Dx^mtfz^mmz^mx 
mm [njz^f^i nt. m^^^-^^^tz^^vvt^v. mmmn^tz^m 
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^112 0 0 2- 1 7 3 7 9 8 ^ ^^o; 

K (Mfig) <^T^/m«rii#JtLTv..2.. F P R L 1 itf5^^<^) 5 ' ^^Ttf> 

LT^#^ L ^ ^ F P R L 1 itf^^|*i<?)$Qjsr^ ^m^i^tmtL xm^ L^h 



[0 0 2 3] 

>; 'i^'- >^ =Sr #W t T v>.S> i; 7-:^ ^ V ^ iJ' ^ V > t \t tf ^ 

^^^cilDNA. l:^iIDNA. 2:^$IRNA. l:$:ilRNA. $«bt;DN 
a: RNA.^^rVy KT'^^Ct;5>-T-§. $ ^ ^ ^ l.:^-^ K 

Wi-^M^$7t!{±?^||^;t$§'^ .i.;^.i.n -:;^:^- 

^-^=fea (^^UT-'if. y^^vr-^' 
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[0 0 2 4] 

^l&WOT:^f->fe:.;;^ . (^m) i±. RNA. DNA. 

v^i^^lSi^tLy::;^^ (RNA. DNA) tr^^, #0$ tLf^^jtmcT)*^'^] t LT 

n^flO^o 1-^^*>. .iBItP^-eOT^f-fe^xl^^^J; {9^^;^^(7)^;i-;&v 
-^LT^^Kii{i^^^g;T^^<^^tLTioJ9. ^J£(^ J. Kawakami et al.. 
Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8. pp.395. 1992: S. T. Cro 
oke et al. ed.. Ant i sense Research and Applications. CRC Press. 1993 
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-h. ^-jm^^t^) ^mfi^ti^o z^Lfz^<7,it^ mm<o3' ^$>;5>v>{±5 

[0 0 2 5] 

<^cDNA, ±fSL7t^iJ&.ai^ft*OcDNA^^r^V-.-^^DNAOv. 

• ^^^mRNAm»^mmLfzi.<D^m^.>X^meverse Transcriptase 
Polymerase Chain Reaction (mT. R T- P C RStW^i-^) KX-^Xi^m 

1) i2^ij#^: 2xmi^^fi;s>^^mi}^^i-^Di^A<DU6^^mm^\^m-t:h 

DNA. tfzli (2) @e^J#^: 2T'S:b$tL^:^^@E^Ji:^N^^,.,;;.c,^^^ 
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^--y: 28/ 



-t ^ - ^ K ^ 3 ~ Ki- ^ D N A OgR^il^ie^iJ ^ ;t i- ^ D N A ^ V ^ «b 

@E^J## : 2 T-^:b $ ti^ig^lB^ij ^ It; 8 5 % J^:;±. 0S l < 9 0 % 
J^^±. J: L< (i|^j9 5%J.:i«Ji<;o;jfiIlItt^;ti-^il^ie^J^^;^-r-5>DNA 

[0 0 2 6] 

^^rno.F p R L 1 (Du^^mmm^^ir ^^^DNAfv^-^-^m^-xpc 

F P R L 1 (7>-g|5^ ^ V. {i^fB^S: n ^ K-t ^ D N A »fit ^ L < D N A ^ 

m^^-xmm LfzixDta)^^^ r -t'- v a > i ^ T»Ji-;2> ^ ^.*-e ^ ^ 

lecular Cloning) 2nd (J. Sambrook et al.. Cold Spring Harbor Lab. Press 
. 1989) i^mm<D:fj^tj:tlzmoXnt^^Zt^^X^;ho tfz. rfJlSO^^r^ 

')-^mmir^m^. mif<Dimmmmi<znm<D-jfmzvt':^xn^j:^ z. tnj^x^ 

^ o 

Co 0 2 7] 

DT<iA(Dimmi<Dm^it. PCR^^J::^<7)^y ^j^j^^ Mu t anTM 
-super Express Km (MM^ (^) ) . Mu t a nTM-R 
mm (m ) ^^t^m^^^X. ODA-LA PCR&. Gapped dup 1 e' 
x^. Kunke 1 

^n-><b$tLfcFPRL l^rr-K-t^DNAtiSStJicJ:!)^^*^. ttz 

immizx.y)mmmmxmitLfzy). ^}>^-^itmLfz^Lxi^mf;b;it7!,^ 



tbiE# 2003-3 0 56670 



^112 0 0 2 - 1 7 3 7 9 8 ^ ^-.>' 

::^-Kt-^DNA:6^<bi6<J^-t^DNA^Jt=&^l9mU (n) ^DNAifM*^ 
^l&iS-? ^ - 4. <7) y n ^ ^ ^ (OTSfL tiillSi- ^ ^ J; i9 M^t 1- ^ ^ i: 

[0 0 2 81 

^^^-tLXlt. ±mmm^(D^^:^^ K (M. PBR 3 2 2. pBR3 2 
5. pUCl 2. pUCl 3) . tt^maJ^oy^;^^ K (^J. pUBl 1 0. 
PTP5. PC194) . ^«fe3fe:7'9;^^ K m. PSH19. pSH15) 

. ^'^^^u^^)V7.tj:t'<7)WlS^'^^}l'7.:^j:t'<Dm. pAl-1 1. pXTl. p 
Rc/CMV. pRc/RSV. P cDNAI/Ne o=fc^>«»^^fflV>ibtL^o 

±t LTfflv^^^l^ti, SRa^n^-^-^ SV4 0yn^~^-^ LTR:/' 

o 

n*-^-. recAyn^-^^^ APL^n^-^^^ Ipp^n^-^- 

SPOl^'n^-^-, SP02y 
r^^-^-. penPy'u^^^^tj:t\ ^^^m^X;^;bm^it. PHOS-T 
n^~^-, PGKT-n^-^^, GAPro^-^^, ADHyn^-^-;^ 

0 7°n-:&~i5^-;^t';e>s^$f^ l^v^^ 
[0 0 2 9] 
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V4 0or itmW^t:h^^^t^:s>) 'feif^^^t Ltv^^ ti^X* 

m^^'-:fy^t Lxit. mx.ii. v^mmMTtmm a:xT. d h f r 

tf^^^i-^m^^^$>^) itfST- Cp^VMx^^^-h (MTX) . r>tf^> 

';:-»ttitf5^ Amp r tB&fS;i-^^^;it^^^) ^ ^.t^^i,:.^^^ 

fS^ (^T. N e o r tmW^ir:^^^:^^^^ . G 4 1 Sjlttt) m^m^f(^ti:ho 
CHO (dhfr-) «*fflv.Tdhf ritfS^*ii^-7^5!7-i:LT 

®^Ni^5^1H5tC#^,nt^o'^±;6^^v..i; l.TJgBt:^*^^^(±. P h o A • v 

mnx-^^^^ii^ MFa ' i^v^ji^mL SUC2 • i^^i-)vmm^j^t\ 

[0 0 3 0] 

. ^v^V tT^Bo,^#M^LTJi. ^v^Vtr-n.; (Escherichia col i 
) K12.DH1 i'^^i^-i^-yVX^tr.^^.^^^^^j,..j.^^^^^,^ 
:r.^^a.>v^X.^r.Hf (Pr,^^ j^^^j ^^^^^ ^. 

A) , 6 0^. 1 6 0 (1 9 6 8)K JM103 ^ ^ U y ^ . r y X • V 
•9--^ (Nucleic Acids Research) , 9^, 3 09(1981)], JA221 C 
. . ^Ix^o.^- . /^M:^-^v- (Journal of Molecular Biolo 
gy) , 120^, 5 1 7 (1 9 7 8)] , HB 10 1 C-»-^;i. . - l^i^^ 
-^-..NM^i-nv'-. 4 1%. 4 5 9 (1 9 6 9)] , C6 0 0 ii^^^^^y 
^X (Genetics), 3 9%. 4 4 0 ( 1 9 5 4 )] ^tJs^v^ tL^^ 
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11^2 0 0 2- 1 7 3 7 9 8 ^ ^^.y. 

/N'^;^X^®tLTJi, . (Bacillus subtilis 

) MI 114 Cv->. 2 4% -2 5 5 (1 9 8 3)] . 2 0 7- 2 1 C':^>-^ 

(Journal of Biochemistry) , 9 5^, 8 7(1- 

9 8 4)3 ^j: t':dm\^^ hfl^o 

m^tLXii. m^it. ^ytu-^^^:^ ^l^ev.. (Saccharomyces cere 
visiae) AH 2 2. AH2 2R-, NA8 7-1 lA, DKD-5D. 2 0B- 
12, vy-9--y:^nv^-fe;^ (Schizosaccharomyces pombe) NCYC 

1913, NCYC2 0 3 6. li'^T /s'X h V X (Pichia pastoris) 

[0 0 3 1] 

^LT{i. •>^;^X7&^^AcNPV<7)%^{i. ^^Stoi^Aft 

(Spodoptera frugiperda cell ; S f ^Ji&) , Trichoplusia m<Dr^ 
mm^(DMGimm. Trlchoplusla niOlpS^feoHigh FiveTM Mamestr 
a brass icaefi5fe«0^flg'S 7t {±Est igmena acreafiJfcOlfflJ^g v ^ ib ^ o 
^;i';=^^^BmN.PVOtir^(i. ^ft^^^bm (Bombyx mori N; BmNm)' 
^ct^^^^^fflv.^tt^o f ^Igi: LTfi. ^y^(f. S f 9«fl|& (ATCC CRL1711) 
. S f 2 im (m±, Vaughn. J.L.^. ^ y - ^ ^ if. (In' Vivo) ,13, 213-21 
7.(1977)) ^J:}^i)^m\i>h^^o 

(Nature) , 3 1 5#, 5 9 2 ( 1 9 8 5 )] o 

i*i^«tLT(±. ■9-;i'«COS-7, Vero, ^^^-^X^s 

A;^^-#ttCHO (mr. CHd^fflM^B&IB) . d h f r itfS^^JI^ ^ ^ 
-X.^A;.^-«CHO (J.:;t. CHO (dhf r-) ^fl&^B&ffi) . 
Lm. ve,^AtT-20. -^'i^X^a.n^vm, ^^yhGH3. HhFL 

[0 0 3 21 

^v:..'; tr^B^rff^g^^i-^tcti^ yni;~s;>.^X. .^f 

Proc. Natl. Acad. Sci. USA) , 6 9 2 1 1 0 ( 1 9 7 2 ) ^l^-y .(Gene 
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0 0 2- 1 7 3 7 9 8 ^ ^-i/ 

). 17% 1 0 7 (1 9 8 2) t^t^izmm<DljmzVt':>r^lT^j:o^ti>^'Q^;h 

O 

• v^LT^T-'f y (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 

^^Srfmtem-f Mx.(f. ^ «y vX . ^ > . ^^.Hf^^nv- (Meth 

ods in Enzymology) , 194% 182-187 (1991), T'n v-v> 

•^-•^^"^^ (Proc. Natl. Acad. Sci. USA) , 7 5^, 1 9 2 9 (1 9 7 8) 
0/Technology) . 6, 47-55(1988) i:ncfB«co:;^^tCt^oT^f ;^ ^ C ^^^^T^^ ^ 

O 

2 6 3 -2 6 7 (1 9 9 5) (^ilttH^T) . no;;;- (Virology 

), 52% 4 5 6 (1 9 7 3)lcfB«o:fyjStCt^oTfT'^9Cl,»:765-e§^o 

J: d LT. F P R L 1 ^ rr^ Kt"^ DN A ^ — ^^^^ 

. m^\t. ^;i.rr-x. r^xY^)y^ wmn.m.m. i^Bm^j:t\ mmmtLx 

[0 0 3 3] 
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^1 

ymt:^isM9^M C^^- (Miller) , • • o.^.^^.; ^ >y 

• ^ > . ^V^o. . :t^x ^ X (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 -4 3 3. Cold Spring Harbor Laboratory. New York 

o 

u t rmm<^iM^. mmim'^m 15-43 3-^24 

^B±^^Vsr^;i.X^MO*i^. :^«{±iit^ 3 0-40 rT-^ 6-24 BtP^^T;^^ 

-}VV~ (Burkholder) CBostian. K. L. ^ui,^-Jy ^rX - 

^- (Proc. Natl. Acad. Sci. USA) . 7 7% 4 5 0 5 (1 9 8 0)3 ^0.5 
%*-9-'^ym^^:t1-^SD^* [Bitter. G. A. v- v^^'X • :t ^ 

- (Proc. Natl. Acad. Sci. USA) . 8 1% 5 3 3 0 (1 9 8 4)] H^m^fh 
ti^o ^«fe<7)pH{i^5-8HM^1-^(7)W$ Li/^o ^«M'^ltl2 0t:-3 

[0 0 3 4] 

ace's Insect Medium (Grace. T.C.C.. (Nature) , 195. 788(1962) 

mm<7)pHiu^e. 2-6. 4i,zmmt^<7)i,mtL\.-ommim'^m2 7vx 

(Science) , 12 2% 
5 0 1 (1 9 5 2)J. DMEM^itfe C-^V n n i/- (Virology) , 8% 396 
(1 9 5 9)]. RPMI 1 6 4 0:^% Ci^^-^^l-^rr.Hf-T^Vjl^^. 
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^•f'-f • TV > (The Journal of the American Medical Associ 

ation) 19 9#. 5 19(l'9 6 7n, 1 9 9:^«i C^n v- . • 
Hf.y^^a.7=-^ • V:^>-.•^f..^V:^-^v:^;^.,,^V;^>' (Proceeding of 
the Society for the Biological Medicine) , 7 3^, 1 ( 1 9 5 0 )] i& 
fflv^ ^ tL^o p HJi^ 6 - 8 T'^^<D Lv^o :^!t{±iit*^ 3 0 r-^ 4 0 t: 

[0 0 3 5] 

1 0 0TM;^i:.o|^^fgte5^M>'^$tLTv.T^ iv^o F P R L 1 

-<^J:dtcLT#<btL7^:^«±rt. v.{±Jftm^4'lc#$ ti^ F P R L lO 

[0 0 3 6] 
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0 0 2 - 1 7 3 7 9 8 ^ ^^i/ 

^^<LX^mi-:h^mM<^FPRLi<Dmmi. 1ifftLfcV**>K (huma- 
[0 0 3 71 

^I^H^OF P R L 1 tC^i-^tjt^fi, ^%HA<7)F P R L 1 L#;i,i^#:-e 
F P R L 1 t;*ti-^i5L#{i. F P R L 1 ^tniM t LTffl 

[0 0 3 8] 

-eng^^^v^fig^, ^m.Mtti,i,zi^^^ti;^, i^^izmLxtn^i^m^m^ 
^y^i^-i-)i^ifci^m^m(Di^mi,zmLxii. trntri^m^tifz^m^. 
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2 0 0 2- 1 7 3 7 9 8 A ^-c; 



C:f-.^^t- (Nature). 2 5 6 4 9 5 M ( 1 9 7 5 ^) 3 tct^v^^jfe 
EG) ^-t:^^'^">Y;^;^=&^^.WbtL^;&^ L < liP e G;6^fflv>f,n^ 

o 

##M«tLT{i. NS-l. P3U1. SP2/0=&i:';5W,b 

^t'wmmm^t<outL^.^itmiil : 1-^20 : is^t'^j,. peg (0 
iL<{i. PEG 1 0 0 0--PEG6 0 0 0) 0 8 0 o^mm<Dimx^mu 
^fi. ^2o~4ot:. ^*t<(i^^3o-^37t:mi^io^-r^^>^^^ 

[0 0 3 9] 

^y^u^irji^i^^commit. ^^^^^^^^^^^^^^^^^^^^^^^^^ 
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^v.„Mx.{ir. 1^2 0%. «f*L<{il0--2 0%<O^|&iBjflL?t^^t^RPM 
116 4 O^m. 1-^10 %(D^m%sSim^^tfG I T:^ilk (fP:7fcM^X^ ( 
W) ) STtJi/Nl-ri; K-' ^:^«ffl4EMLyf^jtfe (SFM-1 0 1. BtK^ 
) ) ^^t'*fflv.^c:t;6^^T'^^. ^^^aSfi^ ii'^2 0--4 0'C. m L < 

[0 0 4 0] 

(b) ^e.y ^u--i-jvtfu^<7)^^ 

m%mm. deae) ^is^c.^, r 

[0 0 4 1] 

C 'J n - f - ;vtfi:#:of^^] 

V '^-i-^m^^X^^Lfcys-:rf.yiznLxmm^mB^< X^tli^^ t'o 
'ry^>UzML. ^^0. 1-2 0. *FSL<ti^i~50SiJ^T-?&y;i'$-ii-^^ 
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V n ^ > h Tv'^/N':- h ^T^^^y ° ^ > h T v^-^ /s- > h LT ^> i ^ 
^1-^1^2-6^1^111111^0, tt*^3-l ommmn^j:')^tyb^x^;ho 

^ o 

[0 0 4 2] 

^^0JOFPRLl<7)';*->mhuman i nt:^^^o human i ni:L 

4T«^^$tL>&T^7mie^J^^^-t-^ [Gl yl4] -human i n 
'fct'W^r^tL^o human i n{i»^»H^ffi, mfe??lt^'f^ffl;& 

L/i;^^'oT. 2^|§^C0FPRL1. F P R L 1 ^n- K-f ^ DNA (mr. 
l&^ODNAtia&fe-t-;!,:^^^.-^^) . FPRLltC^-r^^^: (^T. :^|§H^ 

[0 0 4 3] 

m 

h uma n i n {±^#i^tc^;& m^mmmi^m. mm^^mwitm^j: 
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'Jp^^Vr^^K m. DNA^) ^j:t%zm^:^^^^t:^, ^mLX^.^^m^^^ 

(M. Hi®*. ismiflL. ^^MTmjflL. M]fiiM^B> ^^M^ifiLM. ^imTjflLM 
m^. m&m^m. ')^y^rmmm. ^k^mi^m^m. Bom a^^t-o^ 

y KT**^ h u m a n i n O^Sftffi:6^^^T'§ J^v^ (F P R L 1 (O^itm B 

M^Lfcf). b) (^) :2|s:^B.goFPRLl=^rj-K^^DNA^MM^tl^^ 
tl&3^$ii.i,Ci:tcj;oT. ^>^v^{i (n) ^l^i: ^;&»IC2^||^<7)F P R L 

^^*tcio-C. M#0#I*ItC:fett'5FPRL 1 <75*^iiJp$-lir, ^) H y Y (r>\'f.^ 

Lfc^^oT. a) 2^^0^<7)FPRL 1 t/cfib) F P R L 1 Kf^ D N A 

^f&^<^FPRL l(^):^tl^^tcKBi-^5^mo^E3^i3J:iy^/t^cii?^^^J 

^l&B^<7)FPRL 1 ifcW§|§gODNA{i, -B^J^ff, 

-^-n/N-f--, ^ mmm^ mum. m^m.. 
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. ^^^>mMmm. AID smm^^ti . mimmm. mm^mm. i^^m 

^ ;i'X T y V j:.-t- >y K-^ ^ ~ ^ ^^i^ - iznXLfz^k 

a^^iz. ^^^^ii^i>L<it^fii^m<Dm^mizwf^mLn^mt<7ymm^mm. 
tfzimmmM^j:i^<ommm^x^mnmi>zimx^;ho mx.it. a) 
(OFPRLi tfziiw ^^m(DD]siA^^m^mizmi(>cofi^<^^(Dm^. # 
i*^j> mmk ^}i^JK mmm.^^M. ^^n^j^i^tt^iz-mzmi^hii . 
^^^Mmmizm^^ti^mtLm*fmxmmi'^ ztizx-o xmm-r^ c t 
^^^mnziiif;hmmm6^Mit^m^^fzmmomm^j:m'Mi!)mhti^ 

izir:h'h(7)X^:ho 
[0 0 4 4] 

mM. ^•^^}m^j:}fizfm'r:hzti)^x^:hmmMtLxit. m^it. 
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, ^tel^MStt^J .ifVv;i.-<-h8 0TM^ HCO-5 0 

[0 0 4 5] 

tTt. ±f2^R^ . r&^^j(i, >B^j;i{^^ ^^^j 

(^«J;i(i\ v^x. r>^. ^s^, ^ 

ifj^^ti^^:^^ mu^^-<Dm^. -m\zmk.it. rjwy^.^-^-m.m^ ( 

6 0kgi:LT) tciJv.Tfi. "S tco §^1, o . 1 m g ~ 1 0 0 m g. " L < 
{±1^1. 0~50mg. J:W*L<(i^l. 0 ^ 2 0 m gX^^^^ ^mumz 

(eOkgtLX) tci5..T(±. -Btcoi^O. 0 1-~3 0mga«. 0tL 
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mmiti>^:^K mni^^<Dm^. ~mmzmx.i£. rji^y^s^-r^m.^.m- (so 

kg^LT) tci3V^T(i. -Blloi^o.lmg^lOOmg. 0tL<{i^ 
1. 0-5 Omg. J:nmtL<ltmi, 0-2 Omg-e^^o #^f^Pe^Jtc^# 

Okg^LT) tC;fev^T{±. -Htcog^^jo. 0 1-3 0mg®^. «f * L < ti 

^0. i-2 0mgmm. x^t^tL<it^o. I - 1 0 m gnm^mmmiiz 
x^^^i-^(Dmm^x-$>^o m<Dm^<Di^'ki>. e o k g^/co nm^L/c 

[0 0 4 6] 

(2) itfs^^if^J 

•>v. ^j?, tc*5tt^3js:|&|gcoFPRL 1 tTtJi-ecTjglS^-xy 

^K«rn-Ki-;S>DNAt7t{imRNAOM'^ (^-f^^^-^) ^Itmi"^ CI 1 
T#^<7)T\ mDNAtfc(imRNA<^M«. ^^^^^>^ V^{±|&^® 

T^. ^DNA$/ciimRNAOitJD^<2,v^ii||31it^;&^^05tf^:^^|,j:^j^ ^ 

^l&WODNAt7t{iT>'^-t:yx,DNA^fflv^^_L|BOitf^^^|,f(i^ 

S<$^^<^y-^f>^N^ri;^'^-t'-v3>^PCR-sscPiS (-^r^y^ 

'^i^'X (Genomics) , msm, 8 7 4-8 7 9H (1 9 8 9^) . -T^nv-^^^ 

(Proceedings of the National Academy of Sciences of tlie United 
States of America) , ^86^, 2766-2770M (1989^) ) 

y — 9-*>/N>f r^) -tf- V 3 yizx I? F P R L 1 <D§tmi&Tibmm 

mm^2 003-3056670 



2 002-173798 A ^^i; : 43/ 



^1 

m (mmi^TJuy.wT^m. ^^mr^uy.u^-m. u^rjwy^^^-^^ 
B o r n a #1^ t(Dm^^tfzii ^ ^ )V7.^mm^. >mmmm 

[0 0 4 7] 

i-'t^^. ^^ma. mK.it. ( i) hm%mm<Da) m.m. b) 
c) iii^56-^^git7ta^^ L<{i«, tfcfi (ii) mm^m^^iz^t 

[0 0 4 8] 

^H^COF P R L 1 <^mRN Aaoi|lj^{i^#:6«,lC{imTO J: d iZ LX^^j: o 

o 

r^v, ^.3, •9-;i'^i:% J: J) *#:fi<,tc(±T;u^;/yN^ 



ffiiE#2 003-3056670 



^#M2 0 0 2 - 1 7 3 7 9 8- ^ ^-vl 4 

^lCj:J9$|Bfla^:$.t,niRNA=l:JSait. fy^(f. T a q M a n P C R 4' t'<7>#j* 

(ii) 2^^W<7)FPRL 1 5rf§^i-^f^Kfem#^±fBO:^felc|^ev>>f'^ML. 

*L^:$:||0^<7)F P R L 1 OmRN A ^|W|1tlc LT^4, jlf^ 

[0 0 4 9] 

:^ h u:^t£ t^^-x.:h-^mmm (3 o^tfr~2 4^r^gf. $ftL<{i3 o^m 

~12^P«m iJ9#*L<{ilB#P^^-^6B#^m) ^> t < {i-^BtP^m ( 3 0 
^^k- 3 Bf^. $f * L < {i 1 ^P^f^- 2 Bf^. J: ^ $f $ L < 1 BtPelft- 2 4 B# 

m-^wmmM^ ( 3 0 3 Bt^. 0t L < (± 1 Bf^f^-^ 2 Bf^. x^^t 
L<itimmm-2 4mmm . «t3-^ttt^2^^^<^FPRL i<7)mRNA 

-^mn^rn'^ (1 Bm~7Bm^ «f*L<{±i Bm~3Bm^ ^y)UtL<it 
2Bf^-3Bm) ^ mfmmmmz^tfi^^mm<DFPRLi<DmRijAm:i 

[0 0 5 0] 

^) ^^m<DFFRLi<D^m.m^mm^^^zti,zxi)^ fprl i 

+mm. mmi^cAup^m. mmji^cAup^^^pi, «i^cgmp^^, 
^ y -> h 1; >^m^. mmmm^^m. mm.\HM&M<r> u >mt. c - f o 

maE# 2 0 0 3 - 3 0 5 6 6 7 0 



2002-173798 



*MWOFPR L 1 if> ifgo^isJ) h uma n i nT^^. L/c 

mi^mm m. mmm. ismm. ^^MTm^. ■mm.^mmB. m^M. 

^ (^J. V^-;.^TS^^. 'ik^mmmmm. B o r n a 



o 



ttitE#2 003-3056670 



2 002-173798 ^ ^-c; 



[0 0 5 1] 

^ms-m^^ t^mmt tzim^^^^ tj: t<Dm'^<Dmmm\z^^'o t^^i- ^ ^ 
. ^¥^:^>^^mmmm m. 'i^';y;u-^-h g otm^ hco-so 

[0 0 5 2] 



46/ 



aJiEijt 2003-3056670 



2002-173798 ^ y^-z/ 



tfz. ±m^W'i^mm±. m^it. mmm ^)>mimmm. mm 

ifttj (MX.{f\ l,.;,,;;^ ^ 

UOkgtLX) tci3V.T(i. -Btco^l^jo. 1-1 OOmg. 0tL<it 

mi. o~50mg. x<oUiL<itmi. 0'-2 0mgx^^^o wmamKi^ 

eOkgtLT) t;fe>^T{i. -HtcoiltJO. 01-^3 Omg^m. 0t L < 
(±1^0. l-2 0mg^S. J;l9ft?tL<{±^0. 1 - 1 0 m g®JS^#M^# 

[0 0 5 3] 

(4) ^^0.g<7)i^L#:=^ffiv^^^||f^^ 

:*^i&§go*L#:{i. :^mm<DFFRLi ^mmmizmmi-^ z t^^x^ :h<Dx\ 

m^m^(DF P R L 1 <^^ttl^cfJ5fn Kmm-t^ a 1 7!}^X § ^ o 

( i ) ^mm <7)tiL# ^ . ^^ma j; c/^^^isc^b ^ ttTt f p r l 1 1 ^m^m kk^ 

^■tir. ^tit^^tc^^^LTt^mfk^tLfcF P R L 1 OtJ-^^M^ei" ^ i: t:mkt 



£tiiE# 2003-30566 7. 0 



fM2 0 0 2- 1 7 3 7 9 8 ^ 

[0 0 5 4] 

±m (ii) <7y^M:mzis^^rii. -^<^^m'FPRLi(DumumM^^ 

o 

t F P R L 1 izmrih^y ^^-i-Jmi^irm^^^X F P R L 1 O^fi^ff 
ab\ *^v^{iF a bM^trfflv^T^ .tu^o 

^§^m<ommm\^-^ f p r l i o^»fei±, tt^-^^ ^ <^)T-{±=5r 

<. MU^^^'Otnl/Ig (^J£{f. FPRLl*) IZUBL fz^m. in.mi.L< 

imi^-tR,}WM^it<Dm^itm^tfzii!^m0wmi,zx ^^mu ci^i^gE^i 
'^ifiw-^^^t^^mm^m^^ximLfzmmmmx ^nm-r^m^^x^tni. v>" 

[0 0 5 5] 

PRL i^^\^^kmmm^y^mit. m^it-thmzm^^^hfi^it^m^^mx^^^ 



mSE# 2003-3056670 



2002-173798 



mkm.^<D^^m<D f p r l i ^ t ^^^x^ i ^ . i 1 2 ^kKJUi^ 

izm^-hfiihtfLmmi'Li, is^T-^^iK.^{i^<, 
(7)Emx2 mmiik±<DijLi^(Dm,^m^:m\^^x ^) j; 

[0 0 5 6] 

2^MJ;DT'fflv.^tL^i5L#::«^ FPRLIOCW^ 



rmx\t. w^^^<oin,mtmm^w.t^in.mznLxm^m\zKm^^fz 
<o^. ^Km<Dmm.ijLm.{¥) m^tm^Ltzmmmw. (b) t^^git ( 



miE#2 003-3056670 



2002-173798 



mmm m2m.) m^mm. mm 5 i^wn) . wmm^m mmst^^ 
m^m] m 3 m m^m^. mm e 2 ^m=f) . rMethods in enzymologyj 

Vol. 70(Iinmunochemical Techniques (Part A)). |WI# Vol. 73(Innnunochemica 
1 Techniques (Part B)). nm Vol. 74 (Immunochemical Techniques (Part C)) 
. |WI* Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
)). mm Vol. 92(Immunochemical Techniques (Part E : Monoclonal Antibodi 
es and General Immunoassay Methods)). I^* Vol. I21(Immunochemical Tech 
niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (m±. 

[0 0 5 7] 

$ h izii. :*:^?g<Otit#^fflv.-C F P R L 1 <OigJg«:^fi-t ^ ^tiZX^X. 



aiiE#2 003-3056670 



^1^2 0 0 2 - 1 7 3 7 9 8 ^ ^-v: 51/ 

# (^j> mmm. famjfli. ^•=eMTtbjfiL. ^jflittjig^m. ?iim^i-jfiLM. wmTsfa. 
tfz. FPRLi<Dm&(Di§Mmm^iifzm'ki,zii, m^it. fprlio 

[0 0 5 8] 

(5) 2^l&BgoFPRL 1 i: h uma n i n t<Dm^^tfzii>'Vi-jVi^m'l:m 

J;0'^:*:||^<7)FPRLli: human i n t O^^^i fcti v^-^MSiS^^^'fb 

^^HJOFPRL l=^ffiv^^7&^ *7t:Jia^x.MFPRL 1<0#I^^^#^L 
^ m^^m^fflv^^trV-fey^J'-lg^Ty-fe^m^fflv^^^tHioT. huma 
n i n-e^^ h uma n i n t^^m<r)FFRL 1 t <0*$'^'|4t fc« v:J^*^;H5 

J: 9 'Cfc'fb^^nji, j F p R L 1 ^iftLxmmmmf^^ m^i£. r 
mmmmimm. mfimm&M<D u >mi\:. c - f o s <^f&i4'fb> p ho-st^ 



ailE# 2003-3 .0 56670 



2002-173798 ^ 
COFP.RL 1 tcJti-^T3-c^X h) , (n) F P R L 1 ^^-f^lfflMlM^tt:^ 

{i C-:^) h uma n i n ^::$:|§g§<7)FPRL 1 t(7)^-^:^J^Mi^^$-l^:^^b-^%^: 
:^mmts (i) ^^B^COFPRL It human i ni:^^M$ 
^fz^^t (ii) :2|s:^§g<7)FPRL 1 iih uma n i nid i^Xf^Miit^^b^^ 
m^^fz^^b (D^^^'^tj: ^-t ^mWh-t^ h u m a n i. n t:^mn<r> F P 
RL 1 t(D^^'^tfz\ti^Vi-)ViT^M^mt^^hit^mtfz},t^(DU(D7.^^} 

^^m<D7.^^)^->^r:^^^\,z^x,^x\i.. {{) b (ii) (o^^ic^nt^. M 

. F P R L 1 Kn-th h u m a n i n (Om^km.. ^WJ^fStt^ L 
[0 0 5 91 

a) ^»L7th uma n i n=J:, 2f:f|^(^FPRL 1 tc^jlfe^i-t-TtJ^-^t ^ 
^tfch uma n i n i3 J; ?7Mi^<b'^tf=^^^§go F P R L 1 ^^^m^ttzm^k 
tr:fe^t^> lilttTtih uma n i n<7)MFPRL 1 Jt 
^i-'&Cl.h^SriJ^^iii-^h uma h i n b^§^m<r>¥ V Rh 1 t <7)^'^ttt 

b) ^BiL/::h uma n i nlr. ^§&?g<7)F P R L 1 ^-^^i-^M^ /^(±^ 

2^^^<^)FPRL 1 ^^^i-^^mi/i{i^m(^M]ii^3^{C^^|!ll$-lJ:7t:j^>g-iI:fe^ 
tt^. ^mtT^rh uma n i n /ciimM^tc:*>f-r'5)*S'^»=l:i!i^ L 
> it^-f-5> b ^^Wi.bir:h human i n b:^^^M<DF F R L 1 b<D^-^^t 
fz {i V i^*-^ ^ ^-fb ^ ii: ^ it^S^ tfz\,t^(D^<D7.^ ^) -=.-y y^j^^ 

c) ^mUT^ihuman i n ^jc^^oDNAS-g-^^-f -S^^lf^Jfe^:^^^ 
i- ^ ^ t J: o Tm^± iz^m L F P R L 1 tc^M $ ^^c^-^ b. UmLfz 




miE#2 003-3056670 



2002-173798 A ^-t; 



h uma n i nis xi/u.mit'k^^^^g^<7)Di^ A^^y^-tihfmmmi^^mm 

tt^. mmLfzhuman i n Of^F P R L 1 t> Jt^i" 

^^.h^#mi:i-^h uma n i n i:2^||^<7)F P R L 1 t (D^-^ft S {i v 

[0 0 6 0] 

d) ^fl^OFPRLl^vS-ttfti-^fb-^tf (15iJ^{i\ :$:|§0^(7)FPRLUC 

human i n ^ ii' ) ^^^^<7)F P R L 1 =^^;t1-^^J!atC^^|!|.$-^7t 
m^t. ^^m^FP R L 1 ^i^m\:t:hit^^i,XV^^m^t^^t::^^m(DF 
PRL 1 =S:^Wi-^«B5aic^)!!|.$-ii-;^c^i-^^3^>tt^. FPRL 1 ^^Lt^cIEWJ 

mm^ mK.if. ry^v>mmm. r^^)i.:j^)ymm. mm\^C3i2+^^ 
. mrtcAMP^^, mmp^ c AMP ^mmm. iii^i^icGMP^^. >f y-. 

•t:hZt^miti-^huma n i nt^H^OFPRL 1 7t{i v 

e) ^l&^<^)FPRL1^^14<bfMk^t> ^§tVM<DFPRLUZ 
*^i-^huma n i n^S^fc') ^^#&WODNA ^^Wf^f^KiS^^^^^i-^ 
C t J: o T*fflSaM± ic^ig L fz^^m(D F P R L 1 ic^M $ -t^TT^c^-^ t . 
0>P|OFPRL 1 ^fStt^l:i-^<l:-^tf^>J;iy^^^<t^j^^:^||^^DNA*^;^-t- 

^r^m^mi^ii^mi-^ ^tizx-o rmmm±i.z§^m. Lfz:$i^m<7) f p r l 

>mmm. r^^j^a^ymm. «r^ca2+^g|^ «i*icamp^^. m 
a&i^icGMp^^. wi*icAMP^^^$y, ^yi^h-}vv>mm^. aflgm 

man i nt^^H^OFPRL 1 ^ O^-^ttt v^*^;HsS=^^>fb$-li:^>fb 
[0 0 6 1] 



53/ 



ffiBE# 2003-3056670 



12 002-173798 ^ ^-v^": 




[0 0 6 2] 

N A =^ m^mm^^^Lmmr-^M-t ^^ti,zx^n^j:^zt^mtL\^-o ^mt 

'y ^ y\^7. hm^n^m^ ^ (nuclear polyhedrosis virus ; N P V) 

-fU^^^r^^ ^^O^^^^ I. 

-9-^ h^:^fn^^;i.x-/n^-^^, S R « yn^- ^ t'^OT^^c^^ 

^TdCt;6^'T§;^o jtM CNambi, P. • • 

(J. Biol. Chem.) .267#. 19555 -^igsSQM, 1992^] 

^■t^ixDt LT{±, ^ti^i^^jsi(o:)jmz^^^xmmLfzFP R L 1 Tafeo-r 

^<£V>L. ^FPRLl=S:^;i-i-^|ffl|t*fflv^T^>i<, t/cMFPRLl=^# 
[0 0 6 31 

^^m(7>:^^v-^y^yjmizis\.^x. 2|5:^w<^FPRL 1 ^^m-t^mm,^ 



£iiiE#2 003-3056670 



^1^2002-173798 ^ I 5 

^l&^OF P R L 1 ^^^-t^mmt LTti. MF P R L 1 ^f&mLT-a^*^ 

m^'i^<^tti:hm^(D;it^\.-oo Mm(Dm^-:i^'mt txii. Pottei-Eivehj 
emm^^^i^i-^^^-xmrn^nLm-t-^m. ^~v>t>'ri^>y-^:i-'^) ^^> 

(Kinematicatti^) (DX^hmW. ^Wx^tl i ^^fe^, "7 >^ ^ i:*T'Jnffi 

m^'^t LTfflv^^tv^o -^Jx-ff. *fflJI&«^#^=^fg:ii (5 0 0 r pm--3 0 0 0 

r pm) xmm^ {M'M. mi^--io^) ±m^^hi.z^m a 5 0 

OOrpm-SOOOOrpm) T'®^3 0 2 L. nhtl^bim^ 

^FPRL 1 *^^i-^«^M]ii:9-4'<^FPRL immmtzy) i 

0 3-^10 ^5^^X^^(D-hm^ L < . 105^10 7^:f.T'^^<7);j.^it^.3^ 

T':^»<^^#^ ^flij^-e ^ J; ^ ;g, o 
[0 0 6 41 

huma n i n t:$:^0^(7)F P R L 1 i:(7)|g^ttt T^^fiv^^'-^MK^t^^ib^ 
■ii-^<k^t»^;^^';-::^>^-t^j:|ecOa) ~c) ^^Mi"^ /c*:>tc{±. ^;i{dr. 
M^^SrFPRL IM^^. ^ifetTthuman i n«^^T-^»l>o 

FPRLl®^tLT(i. ^^M<^)FPRL1®^;&N * 7t(i-etL t [WJ^Ofg 
tt=£rW-r^m^x.MFPRLl®^=&^;6^^t Lv^o |W|^^rtttt{i, 

^mt/ch uma n i n t LTt±, C^H] , [12 5 1]^ [l^c 



ttiiiE# 2003-3056670 




2002-17379 8- 



^-v: 56/ 



human i n t:^^m<OF P RL 1 t<Dm^^tfziii^Vi-)l' 

i^m^mi\:^^;hit^m<7)7. ^ > >y ^ ^ -f^^^^s^o f p r l 

mm-t^b c 1 13 i F p R L 1 ^n°p ^mm^^bo y^^yr-Kit. p h 4 i o 

(M^L<{±pH6~8) (OV>m^^yy7-, h ^) ^^-MM^^y y 7 -tj, t'<D 
h uma n i n F P R L 1 t ^^^g-^^lfiW L=& VVN'-y 7 r — e^tLt^v^-ftL-e 
^>a:v^o #^##fi^M^5:fg:i^$ii:;g>gfi^jT\ CHAPS. Tween-8 

h uma n i n(7):9>M^^;t^g6t,-ePMSF. u^^-f^y^ E-6 4 (^-7' 

ho O.Olm\~~lOm\(Dm\^-^^^-mmz^ (SOOOcpm-^ 
5 0 0 0 0 0 c pm) <r>m^Ltzhum2iVi i n=^»L. nm^l 0-4m-- 

1 o-iou<Dm,m\:^m^^^^^^o ^mmm^^^^ (nsb) \^^fz>^ 

O'-S or. t<{i|tj4~3 7t:T% ^2 0 ^75>ib 2 4 B#F^. L < {i^ 

(Bo) ii-h^mm^^m^km. (nsb) ^?K^7^-5j?^>h (bq-nsb) 

0 0%tL7tB#. ##6tjS^a (B-NSB) -^0;^^. 5 0%mTt3;&^M 
[0 0 6 5] 

human i n t ^f&B^o F P R L 1 (^^-^^^ 7t(i vi^:h;WK^^^>fb^ 
mi^lCaM. «[*IcAMP^^. «l*lc AMPvfe^^ptlJ. ^ 



£iliE# 20 03-3056670 



0 0 2- 1 7 3 7 9 8 ^ ^-i^ : 

& o 

h ^ tc^«-r ^ o ;^ «- ~ > ^ ^ ^ ^ ^ ^ ^^^^^^^ ^ 
c AMP m^mi^j:t<r>mmz'D\.^x it. y^)V7.=iv>fj:txmm<Dm 



<0^§tm<DFP R L 1 ±fSoa^x.MF P R L 1 ^^iiL/c#ffl 

^tf. ^m^M!^. mmmmm. mmi^mm. ms^mm.mmm^j^t^i^my^^hfi. 

[0 0 6 6] 

h urn a n i n t:^^m<7>F P R L 1 t O^-^ftS Ttti v^-^MS^^^'fb^ 
^ir^'fk'g-#Sfc(i'e-0:^<7);^i5'';^->^^:^.;, :$:^i§OF P R L l . 
ll§g<^ F P R L 1 t fzi±^m<OF P R L 1 ^^;^i-^#«<7) 

1. ^i5";-->^ffl^^ 

Hanks' Balanced Salt Solution (^m^t^) tc. 0. 0 5 %<D^ -yikmr Jl^ 



tBiE#2 003-3056670 



2002-173798 



58/ 



b) F P R L 1 ^p°p 

^i&B^oF p R L 1 ^^m^^fzCK omm^. 1 2 h 5 x 1 0 5 

1@/?tT'aitU 3 7X:. 5%C02, 9 5%a i r-e2 B|^^^^L7t^>(7)o 

c) MWi h u m a n i n 

rlTm^CSHK CI 2 5 I) ^ Cl4cK ^ S} t^vmmLtzh u 
m a n i n 

ten ;«MtC#f^i-^„ 

d) h u m a n i n ^rSflS 

h uma n i n5r0. 1 %•> vjfiLytT;i'r^ > (v^-^ttM) =^^trPBST- 
IrnMt^^ l^^^L. -2 0'CT-il|:j?-t-^o 
[0 0 6 7] 
2. SIJ^^ 

a) 1 2^la^J§«ffl7^l.^MCT^^L7^c:$:^H^OFPRLl|&iiCHO«e 

m^. m^mmmm 1 m 1 x-2mm^Ltz^^. 4 9 0 1 <^«ij^fflM«?gt=^#?t 

b) 10-3^10-10 M(Dumit^»mm^ 5 1 M^tz^k. ^mh u m 

a n i n^5/. 1 5P;i, Mz^iCT 1 B^remj^^-fr^o ##^6tJ*§'^^^^ 7ta6 
t:t±^^<b^t><0ft;b»3lci 0-3MOhuman i n * 5 li>nx.T*5<o 

c) Kj^^m^^^u 1 m Kom^mmmmx- 3 mm^-r :h o mm^z^^Lfz 

^mhuman i nSr0.2N N a OH - l.o/o S D S T"?#^ 4 m 1 <59?^#: 

SO^L^ Percent Maximum Binding (PMB) ^^<?)^-e^46^o 
PMB= [ (B-NSB) / (Bo-NSB) ] XlOO 
PMB : Percent Maximum Binding 



aJ8E# 2003-3056670 



2002-173798 ^ ^-v : 5 



NSB : Non-specific Binding 

B 0 : m:±m^A 

[0 0 6 8] 

-fb-^tf^/^ti-eoi^fi:. h urn a n i n t:^§^BM<7)F P RL 1 tO^g-^tttTtti 
«I*ICa2+^^^ mrtcAMP^^. «l^cAMP^ 

^wifty> «i*ic GMP^jiSc> ^yi-h-;^';^^^^. mmmma^m. mm 
T=r~7.h) . (n) mmmnmm^^mL^j:\.^^t^^ (\^^t></9>^. :^^m<oF 

FRLHzU-t^T>'^=f:=.Xy) , (^n) h u m a n i n i::$:^H^OGg&W 
*^SMFPRL 1 t<7)*S^:^j.^ii5^i-^>fb'^!^, ^^V^{± (^) human in 

^^B^<7)FPRLltc^i-^Tn'-xh(i, human i n:6^'#f^^a?gtt 
t|Si;|t(7)f^ffl=Sr:tLTV^^O^\- h um a n i n^J^^Wi-'S^af&tttCJSCr^^ 

^^m<OFPRhl\,zn-t^T>^=fz::.Xhii. human i n 7{»^'^i--|>^S 
VS-tt^ifpSlJ-r^C t:;6^^T-^^<7)T\ h uma n i n <^)^Sf&tt^jqi$IJ-t^ /ca6<?) 

human i n t^^m(OF P RL I t<Dm^t}^mM-r^i\:^mit^ hum 

a n i n^^^t^^mmii.^mM-t^fzi6(r>^^x-i&.mi^^j:^mt Lx^mx$> 

human i n t:^^m<DF P RL 1 t(Dm^tJ^m^J^-^'t;hit^mii. hu 
ma n i n^^^-t^^mmi^^m.^-^^^fztb<Dh uma n i n <^)^S^14=lr^ 

ai|E# 2003-30566 7 0 



2002-173798 



i/^Tt#fjtL^^T=^-cix > tTttih uma n i n t^^^H^OF P R L 1 t<Dm^t) 
-1f3. -tffi^iJ^ ir:^^T'#t,tL^T>^ rr-- ;^ ht7t«h uma n i 

t Lx^m-r^^tij^x^^bo 

[0 0 6 9] 



aiiE#2 003-3056670 



^1^2 0 0 2 - 1 7 3 7 9 8 ^ ; 

'=^-)^) . w-(ir>^wmm'm\ m. -i^'; v;u^~h s otm^ hco-5 0 

) ^t't^MLT^) iv^o LT{i. rz-Tyfi. t'^a^'fflv^ 

[0 0 7 0] 

^fz. ±.mi^m ' i^mmt, m^\t. mmn mx.it. v^Mmm^^. mk 

y-^j^t) , ^^^j 1:1 Mitt t;^ 7*5 jKV 

mx.lt. 9yh. i^yi^^ ry.^^ ^ 



ffiiE# 2003-3056670 



2002-173798 ^ ^^^^ 



62/ 



(eOkgtLT) ic^^v^Tfi. -Btzo^l^jo. 1-1 0 Omg, 0tL<i± 
mi. 0-5 Omg. L<{i|tl. 0 - 2 0 m gT^^o #^^Pa<;iC^ 

eOkg^LT) HiJV^Tti. -Htcog^o. 0 l-30mg^Jt, «f i L < 
(il^jO. 1-2 Omg^^, J;0^ifiL<{±*^jO. 1 - 1 0 m g^Jg^^^M^M 
*9fe-^i-^0^^$ff|5'^-e^^o -ftol&tfO:^^^, 6 0 k g J9 icmH: L 

■ [0 0 7 1] 

(i) i¥\^hm%W}m(Da) itm. b) #^<7)ii:if. c) mm:^-hm^Ltz^m 
L < nmmm^^mLfz'ik. mmmm^^^mu mmmm^i.z^tti:h:^m 

(ii) ^^^(DFFRhi^m^-thi^mm^iif^^^mLfz^ik. mmmm^^ 
^miL. mmmm6^\,z^tfi^^mn(OFFRhi^^m-t^^t\,zx:h^ m 

(iii) MiffLSft^Oa) jflLTt, b) #^<7)M^. c) L/ciaM 



tii|E# 2003-3056670 



2002-173798 ^ : 63/ 



[0 0 7 2] 

(i) iE#*>^v^±5^,f,ce^;i,^t. f,pg«L||,j^ -7^;^, ^y}.^ ^ 

■9-^. i^ixv, 7-^. ^'>. >r^. J: J9*f2^fitJtc(iT;v^7/N^ 

v>mmmm. -^-<7.mmmj:t') mzmmL. m^. m.m^ 

M•^'^<^ttl;bm^(DZt^^.-^, mm<7)m^:l^^tLXit. Potter-Elvehj 

^i>'±t LTfflV^fbtt^o n^it. mmm^^^^nm (5 O O r pm--3 o o o 
rpm) xmnm lUl^^lO^) M't-^L. ±m^^hizMM (15 0 

OOrpm-^SOOOOrpm) T»ii#3 0^^ 2 Bff^it.C.L. #^tL^i5t^^ 



ttiiE# 2003-3056670 



2002-173798 ^ ^-i/ : 64/ 



S ^ o 

(ii) ^l§0^<7)FPRL 1 *l&iai-^ff^K*5m#:^±ia<7):^Stzt^V^'^ML. 
[0 0 7 31 

Ucisit-s^ll^oF p R L 1 <r>m:i:m\:-^'^^it^m<^^^ i; ^ - >^ 

-i2^^m. ^nutL<itimmm-6mmm i> l < it-^m^^i^ (30 
^f^- 3 am. t < 1 m^m- 2 am. j: o«f i l < 1 B#r«m~ 2 4 

^ik~^mmmmm ( 3 0 ^g-t^-- 3 st^. 0* t < ti 1 Np^m- 2 h^^. j: 19 * 

-^mm^rn^^ (ism- 7 am. l<(±i at^-^s sf^. j:i9^*L<(± 
2 0t^~3 0m) . mmmz^n^^§tm(7)FPRLi<D&^^A^;b:iti,zx 

-^-9-^% l^V'v, yiJ', -t^v, ^.3, J: ^)^#:a^)^c^ir;^U'^^ 



taiE# 2003-3056670 



2 002-173798 ^ y 



(iv) :$:^0J(7)FPRL 1 *l§^1--2>5f^K^^#:^^fflv^T|^;m<^^^^ i: .6 
[0 0 7 4] 

6^l^{i> ) mnmiiZiin^^^m(DF ? R L l 0*^iiiD$-^;|, C .h J; o 

>mm. mi*ica2+^^^ mu^cAuv^m.^ mfimcAMv^j^mm. 
<^') >mfb> c - f o s (D^mt. p H<Dj&T^j: i^^j&mi-^^ntfzimm-r 

^rStt=6^i:0 ^iiS^^-tir^'fb^J^. (n) *ffliaMtci3tt^:$:|^W<^F P R L 1 <7> 

mmmi,zmf:h:^^m<o f p r l i (om^mm^^^ ^tizx^. mmmmx^ 
i4^±i5^$^i:^fb^t/{i. ^^m(OFPRLi<Dmmyf^i>zmm-r^mm(D^m 
i^^v'yttzit^mM^j:t'(DmmtLx^m-t^^ti;>^x^;ho Mri^miza. m 
it^mit. m^\t. mmMnmntLx. ^h\.z\t. m^immm^^wnmm 



65/ 



ffiiE#2 003-3056670 



2002-173798 



(^^J. mmm. mmsk. ^.^mrmik. mimmB. mmnMrn. mmrrikm 
mik. w.Ammm. v^y^rmm^. 'ik^m^m^k^. Bom am^j:t'<Dm 

mmm^-^^h^t^mt. :$:i§h^of p r l i (D^mM^^izmm-^^mmiizn-t 

[0 0 7 5]. 



tiJiE# 2003-3056670 



^1^2 0 0 2 - 1 7 3 7 9 8 ^ ^^v? 

, (^j^ 5}fUy;U-^-h8 0TM^ HCO-5 0 

) ^^'i:#MLT^ ctv^o y4toWtLT(i, m^\t^ n'vyft, i^^cSyfi^ 

S7t. -hiB^Rfr . Mx.{f. mmn mk.\t. ')-ymmmmw,. wm. 

. ^^^J {mk.i,t^ H >Jfer»T;vr^ n-;^;5rt- 
mm y^h, -7^;^, ^^4.^ ^y.j^ H;.,^ ^.3^ ^3,^ ^ 

tcj: 0IIM(±*^;&^ llPig-^(7)i|,^^ -^etJt3^Jx{i\ T;^y/^d'v^am# 
(eOkg^LT) tC^^v^Tfi, -Stco§|t,o. 1^1 OOmg. *f t L < 
^tJl. 0-5 Omg.iO^t L<{i^l. 0-2 OmgT'^^o #^^P6<;(3^ 

eOkgiiLT) tlisv^-Cfi. -BK^^mo. 0 1-3 0mg^Jg. «f$L< 
{i^O. l-2 0mg^S. iJjSfS L<{i:^0. 1 ~ 1 0 m g^Jg^i^M^M 

^tiSrjg-^-t-^ c: t i)^x i ^ o 

[0 0 7 6] 

(7) ^^^(DFVRhlKM-t^tjL^^^T^VXtji^mm 



ttJiE#2 003-3056670 



20 0 2-173798 ^-v' 
:^mm<r>F?RLHzn-t:hmi^(7)tpmm^tlt. MFPRL l(7)|li#-r;2,v 

lt^ts^ot. 2^fi?g<^F p r l 1 izM-r^^mmmt. f p r l i (omm^m 

uma n i nii#^ iincfeHt-'Sj^Mo^R;^ • imMt Lxm^^^ ^ tii^X^ 

-tfs'?!?;^ • ^mMi±. mt^Lfz^mM<D f p r l i t:^m-r^mm t mmiiz l 

[0 0 7 7] 

(8) ^^m<^T>^t>XDNA^^^LX^j::hmm 

:^mM(7)T>^-^yXDNAii. FPRL lOitf^J^m^huma n i nig# 
^v^fii^ hn't7^;i-X'-<i^iJ'-, rr/ jUT.^:^ TT J ^4 ivy^ yv 

i^J-m^^^^ r :^ -r - -r ;K7) j; 9 ^ :^ X - X ;v J: o Xik^X § ^ o 
■^hiz, mT>f^-b>'XDNA{i. aa-^«tCi5it^2|s:||§g<7)DNAo:j?:& 

[0 0 7 8] 

(9) ^^5g<7)DNA^Aftlt?<7)f^M 




aiiE#2 003-3056670 



2002-173798 ^ ^-i^ : 69/ 



) tfzii^(D^mDNA (^^m<D^^^^^DN Atmm-t^m^ii'^^) ^ 

^^?go^5^ttDNA$7t«^E-<50^mDNAi^^i-^^li Ym%mm {\>XT. 

> ypoL^i/Byms ^^-7- ^ ^ )Vifym^ DEAE-x*^ 

:^yyy'{i:tj:t^zx. f9 B6^Jti-^DNA=^K^i-^^i:tCj:oT#mi-;i>C<!:;&^^ 

tri^o tTt. ^DNA^#:^^tcj:o> ^^<om.^^ mmmm^j:t^z 

gfitJ^1->S3^l&^0^5fcttDNASrfeSL. ^IS^a^. fHflJffl-t-;5> 

^^^vm%mmtLx\t. mx.\,t. ^^y^ ^^^^^ 

BLXe^m. DBA2mm^J:t\ ^m^tLX. B6C3Fim^, BDFi 
B6D2Fi,m BALB/cm ICRmm^J:t') tfziiyyh ( 
«?flx.{^. W i s t a r . SD^j:tl =^ $ Lv^<, 

[0 0 7 9] 



a3fE# 2003-3056670 



2002-173798 ^ : 70/ 



. ^^^\::fzi>(D. Mrm^izii. mm<Ditm. m<Dim^<r> 

^^-g-DNAfc tT{i. M't=5r:*:|§H^<7)FPRL 1 ^f&il^-lir^ DN A 
^DNA^t'75i»^fflv^f>tL^o 

oT(i. ^DNA^iij%mT-||ii$-ji^^yn^-^^<;r)T»fLlC$§'^t7^:DN 
N A fe^ $ -ti: ^ ^l-^, Ztit^ v>:$:||^ <D D N A ^ ^^-f - ;|, ^mm^W} 

<7)DNA ^m^M-r ^ D N A^^Pif Li&t/ ^^^mi" ^ ^ t T^^X- i ^ o 
[0 0 8 0] 



aiSE#2 003-3056670 




2002-173798 ^ y^^^j ^ 



V— tr\ JflL/>M5fe^«H^^, ^^^>K1, Kl Oi5J:?/Kl 4. rr^-^ 

, •^h';'^A:^i;H;AT7=-Vv>3';>m<b^^ (Na, K-ATPa s e) . 
-^--b-iaM^^-lilf^-. MHC>5^^;^mM (H-2L) . H-ras. V 

y^-^-^^^ 13-imimm. ¥^«^;^:t^vr--^f (tpo) . 
vmm^m^ia (EF-ia). pT^^>^ aiix.xfp^tzy>mm. 

f^^^urvy. nm^m^ (VNP) . KUvtr^n^ KPrr>.if-^.>^^ I 
[0 0 8 1] 



flliE#2 003-3056670 



^1^2 0 0 2- 1 7 3 7 9 8 ^ ^^^y 

jes^^^ii^of p R L 1 (ommmmit. m y ttzit^mmmim m^^t. 
• fz\,tmm.ii ixtziE-n^^ f p r l i <^mmmMi.^ .^.^fmmm^m^z 

D N A =1: l:i^Wt ^^t^mMLX. ^DN A^^mm t L W^^ 

mmi^xz/^mm^D^xizmmiz^^-t;^ ^ ^ ^c^s^^^n^o DNAis^f^of^ 
mm <Dmwmm is v ^ t^^b^ co^j.^^^ d n a ^^^^iifij K^^-r;hztii. f^m 
mm<DT'm^^x^<Dmwmm^ i w«<7)^t tc;^i&^o^5^-ttD n a 

=^^ii't(Dmwmm^xv^i^m^(o^xiz:;$:^m<D^mmDNAt:Mmiz:^-r^ 

O 



72/ 



ffiiE# 2003-3056670 



^2 0 0 2- 1 7 3 7 9 8 ^ ^-i/ 

[0 0 8 2] 

?g<7)F p R L 1 (r>mmjLm^^^^-t:h zt7!)^i> , ^(Dmm^^rjvmmt lt 
<7) F p R L 1 <7)aig:ji:ii^^^ :$:^B^60F p R L 1 ^mMt ;bmB.<Dmmm^'7) 

tfz^ 3^l§^<^^*ttjE#DNA?r^#$^7tlii?Lfiij%{i. 2^I&^<^FPRL 
1 <7)iiJn^^^=l:Wi-^^ ^tJ-^. ^l§0>goFPRL 1 icMmi-'2>^.tJi^i-^?^ 

^l&^<^H5ltttM#DNA=lr^-t«S#^t Mii?Li*%(i. ^SeiCitj^j^ 

mxm^-tm'^ir^hzt-fy^mm^o^hK. g6^^:i--?.^{-5feDNA=^Hui^co-7°^x 

mmisxv'^i^mm<o^xi,z:^^m<om'^D'NA^:^ir:hzt =&mi-^o :^§^m 
<7>n^i^D■NA^^^m^^^fz:l<Dm(Dmm<r>^Uit. 't<Dm^mmidx-[/i$imm 
<7)^xi,z^mm<Dm'^DNA^m-t^o mxDN Aimmm'^i^<D'miji,zn^:i-^ 

^mDNA^m-t^x") izmmm^-t^ z t i>^x § o 

[0 0 8 3] 

^^m<7)mnDNA^m-r^^^}i M«?LSj#{±. :$:^H^<7)M#DNA:6^^^31 
^■^hfiXii*)^ l^^^<7)jE'^DNA(7)mmim.m-t^Zti,zX i)m:^mi,z:^m 

B>g<^) F p R L 1 (Dmm^m^mpfmm t^£:hzti!>^$>y), 't<Dmm'^.r)vmm t 
txmm-t^at-^^x^^o mx.li. ^^m<r>m'^DNA^^mm^m^^x. ^ 



aJiE#2 003-3056670 



2002-173798 ^ 



# F P R L 1 <7)^t^m.W (dominant negat iveil^PS) ^ M^^t ^^T)Vtti^o 

®MM^m<7>fztb<7)mmMt Lx(7)itm. 

^^^ii^^AKJ^iO^t^^tlfzFPRLimm^^^-r^ZtiZX^b. :^§tm<D 

F p R L nc J: f} wm^i.zmm^^^^iti^mtir;b f p r l i ^ ommmz-D^^ 
®:^^m<D^mF p R L 1 ^mmmmiij;it/^<omm'^m^j: t-^^^x. ^ t^^o 

^hliZ, :^^m(DDNAn^W}!^^m\^^X. <DF P RL 1 (^mt^^ffl^ii 

mr^}^^m^^t't:^ty. ^^m<oFPRLnzm^i-;bmm^^m&m^m-<^^ 
t-^'x^. tfz. ^mM(DFPRLii>zmmt^,mB^rji'<D^mmz^i^:hx 

^~^mmB<Dm^isxz/i^miznm-t^ ^ti^^x^Jbo 

i^<7^^>^^^M^mmmi>zxn^ mmLtzDNAmi^mn^<DW.^. ^<D^mtfz 
ii^<^^mmm<D^mit^n^j:o^t^mmxh;bo :^^m<DFPRL 



£iiiE#2 003-305. 6 670 



2002-173798 ^ 



m^nU-t^ i}\ ^> L < \mDBAi)^u - K LTv^^^Isi^^cOF P R L 1 OrStt 
[0 0 8 5] 

^f^^t-t^mnm^mT^i'. ^^v^t* i a c z {^-if^-^ 

^>^v.(iJc:^y>F^cr)^> h.n>f|5^tcitfeTOte^^||.$g$-li:^DNABe^J ( 

polyA#Jnvi^-^;U^a ^nXL. ^ -7 -b > >>> - R N A 

fiS;T'§ < i-^ ^ t IC i o T. ^^e^icafET-=^^J^i-^ J: ^ L/cDN A 

^ODNAi^^vMi-eoiS^ODNAie^iJ^T^n-r-h L/c•9-^f>'^^^ r'J ^ 
-f-H-vH >^|ff^^vM±^-^«;/-r ^ ^-_L(7)DNA@e^Ji::^--^y 
^ -f > ^'-c ^ ^ ~f^M tc^tffl 1 7t:3p:^§g<7) D N Am^Oifi^^i^o D N AIE^J ^ 

miE#2 003-3056670 



76/ 



2002-173798 ^ v I 75 



^hiZ^ ^II^ODNA^#S{lt?=lrfflv^T. 2^I&H^(^ F P R L 1 0^tg:^f||tt 

^ mB.<D D N A r^^'S ^^ft. gflH-t ^ t /6 wt^-e* ^ o 

[0 0 8 41 

(10) ^ y^rf7 vm^ 

C2] ^DNA75s^l/.i^--^-jtfE^ (flj. :^JIimS5^0^-^'^i^ h v^S^-- tfit 

C3] ^■^:t-7>rv:^jlttt-e^b^s ci] msm<7>m^mm. 

[4] Mii?Liiiwr'y®i!i!^-c*>;i>s ci] mtmofmmm. 

[5] C4] :^fem<7)Kf^#m, 

C6] ^^m<^Di^ A^^mmt^iifzmDN A^m^^^¥^ hm^m^. 

C73 mDNA;&^^.-K-j5^-atf^^ (M. i^mmmm(D --ff^ ^ h r-^m 

Ci 0] n C7] i^lBi^oi&t/tc, i^i^<b^t/^*S:-^L. i/'-^°-i5^-itfK?-<7)^ 

trzitmmi-^^t^!^tfzit^(Dm.(D:^^^)-^>^yj^^^-t;bo 



ffiIE# 2003-3056670 



2002-173798 ^ v' : 77/ 



mh-^-^j:Es mm ^ mnir ^^j:t'(DEmxmx.i^. c 5 7 b l / e a ^ c 5 

X (C5 7BL/^6tDBA/'2i:OFi) ^fflv^T#j5: L/c ^ t*^> 

Ictjp^-C. C 5 7BL/6-r^X=|-=tmtc#oo-e. ^fi^m^^xn^itfzES 
m{i^S-tT';i'-7^X^f^ffiLfc<t C 5 7BL/6^•>Xt/^'•7^^^^^x 

^^i^xh^fz\.irw-<mmm\m^ntj:^ ^ti3^t lv^o ^ 

[0 0 8 6] 

TV^;^!C7)t3^Lr. 1 r^ncz^^igoESM^ (^5 01@) T'^trOT'. 
^^BlCfett-S E S^I&OH— 1/ 3 > =^|lim<^fUSlJ-e^f ^ d ^ t ^^"asmx 



teSE# 2003-3056670 




2002-173798 ^ ^-Z^ : 78/ 



Ba<^stfeT-*y-;'^T't' hL/if^, JE-^mm mK.U\ •r^7.X-i±P^^i$i^^t2 

>=. {f\ s T ommwmm(D x o ^it^ * ^ ^ - ^*-ifflig±T:' lif (i-iooo 

Q OU/ml) ^^Tlc^m:^'^^«^I*I (0$L<{i. 5%^m^':^. 9 5%^^^ 

fzi±5%^m. 5%j^m*';^, 9 0%^^) x-ms ivx'^m-r^hfjitcD-if^x- 
^tt#t> ^ft^FtCfi. -B^llx-ff, VV^i^yy^EDTAmm (iiSO. 0 0 1-0. 



^5%h')'fiy>X0. l-5mM EDTA. $ftL<(±^^jO. l%.VV^i^yy 
^ImM EDTA) Mtc J; ^^fl^^fb L. mtzizm^Lfzy ^ '-i$r^mm±K 

^(O^ ^':f<DmmK^^t^^:bZt^^uSmx$>^ cm. J. Evans:?5:mi. H. Kaufm 
an, (Nature) ^292#. 154M. 1981^ ; G. R. Martin -fui^-r 

Proc. Natl. Acad. Sci. U.S.A.) ^78^. 7634M. 1981^ ; T. C. Doet$chman 
lb. • • :^nv- . 7^ > p . j^^J^t^^i; p{ > ^ ;v . 

•7:tnv-, S87#. 27K. 1985^] . ^^B^<7) E sm^^'fb^'^irT^^ tL^ 

2^I|H>§<7)F P R L 1 om^t?^a<j;^fttzi5V^T^^T-^)^o 
[0 0 8 7] 



tb IE# 2003-3056670 



12002-173798 ^ --^^ y ; 79/ 



^<^'DNAm^lt:'^u^ytLfz^^-^^s^rvV^^^i^3>mmtfzit^- 
ryT>f>V-<^^^±(ODNAl§i^its ^-ry7^^>'^^^^^~izmmLtz & 
m^(D:^^m(7)D N A Woa^ll^O D N ASS^iJ t^-^^y -i t Lfz O 

fzitmrnmiz^xL. imLfz^^^mi:imm^^fzm^}^ hm%mm(D^'g ^ 
^^^^^^m<oDNAm^i,^mmt<Dm^^-(^m^^ti^^>^^mmx$>^o m 

0>g<7)F P R L 1 <^^i^>=e^3E|>f^^^@#^#-g, Zt7b^X'^;ho 
[0 0 8 81 

T' D N A a A-t ^ i t3 i t) - ^' ^ ^ ^ ^ „ ^ ^-fe-^l*! {zmx 



miiE#2 003-3056670 



20 0 2-173798 ^ ^-i/ : 80/ 



n h fifzmmmi^ ^^^^^^^^ y^r^y^fix\.^^:it^mmv tji^o^ 
m^mitDi^A<D^m-r':hmm(om^i^m'r^:itizx^. m^mitDNA^ ' 

^m^^w^hmmMm^imi-^±x% $miz:^mx$>:ho 5 
xf^mm<r>mi\z:^mx^ ^ o 

[0 0 8 9] 

(10 a) ^^m<DD'NA<7)xm'^mm^j:t:i,zmmir^mmiznLxmm-=^m 
iz^mi-^mmiizMLxx^m • =fVj^ii^^^-^-^it-^^o<r>7.^^)---y'^},zm^^ 

h^b i)^X # ^ o 



ffilE# 2003-3056670 



2002-173798 ^ ^-i^-. 



mt^^. mm^mm. mmiitmrn. mmmmm. m^mmmmm. «^ t^a, 
^^^ht>^xm^mi-r^ ^ti3^x^:ho 

[0 0 9 0] 

w.^^')-=-i^if-n^^m^^^xnhfi:hit^mit. ±tz\^fz^m\:^m^^hm 
i^fifzit^mx^ v) . ^^m<^ F p R L 1 (D^m^m^ii t^z i o i ^ 

^kmimmmm. b o r n a i^<ommiitfzit ^ ^ ?vA^mm^. 

izn-th^^x^mm^j:mm ■ '9mm^j:t'<Dmmt Lxmm-r^ ^tyb^x^^ho 
^^iz^ 'J -^>i>:xni^tifz^t^m-^mm^fi^it^^^mmizm 



mmm 2003-3056670 



^jjp 2002-173798 ^ ^-v'- : 82/ 

#l!jDil75^«f * Lv>o ^<r>m^J:^tLXii. it^^ (^Jx.(^, V> 

^ V - - > f> tLfc'fb'^tr * O;^ ^^^Ti" IS^ > "if IB 

(iiii?LS!ji^ (^?iJx.{f, v^yh. ^ji^^yy, ii^7v\ ^ 

V. -^7-7, ^.n, '^)Ufj:t') l/ZMLX^^ir^Zt7!)^X^^o 

100mg.$?tL<{±ltl. 0~50mg. J:f)0tL<{iltl. 0-20m 

1^0. 0 1 ~3 Omg^jg. L< (±1^0. 1 ~2 Omg^Jt^ i !9$ft L< 
■{i^^ 0 . 1 ~ 1 0 m gmm^BB^I^MliZX •j^-^-r^OW^-a-e^'&o 'flfc<^I/j 
tfO^i-g-^). 6 0 k gS7t:0tcm^L7^:4^^-^-t-^Clt^?T-i-2,o 
[0 0 9 1] 

(10 b) ^%HJ<7>DNAic^-r^-7°D^-iJ^-O?S'tt*'0EatS/v:{iffi#i-^<b 



aiSE#2 003-3056670 



2002-173798 ^ y • 



^ o 

-■fe'itfS^ (1 acZ) . Wm'S^r)Vijx)yit7.'7T'^-^mi=f'tfz}.t)Vi.y 

SBTtC^^£i-^<7)T\ l/i^-^-jtfS^^^^rr- K-T^M^OHS^ h <i> 

^Ji:{^> ^^m<D FPRLl=|-=r-Kt-^ D N A^i^O-gR^:^|lBft5feO /? 
-;^r^i> hviJ^-- fe'ilf^^i (1 a c Z) T-ffmLTv><2,J#^, :^^0^coF 
P R L 1 <D^m-t^m^X\ ^^m(D F P R L l (Ditt> ^Kp-ifyi^y^^ 
^■h^^M-tho t^^T. nA.\t. 5-rn^-4-i^nn-3-.f >K';;V-/? 
hki^y vK (X-ga 1) <^J:^^^^-;!f7^^ h viT-^fO^lft^^ 

'SK^^Mv^T^fe-t ^ c tKxy)^ mmz:^^^<D f p r l i <DW}^^i^f\H^z 
^n^^m^m^mm^^^ti)^x^^^ ^im\z^t^ ^^bjofprli^s 

^im (PBS) T'^^m. x-ga 1 ^^t^m^m.x\ m^tfzitS 7t:#J£ 

^3 0^>5^V^Lm^S^^>$^i■/i^^, Mi^M^^^lmM EDTA/PBS 
^-rtL(i^J;v>o t/z. 1 a cZ^=r-K-r^mRNA=&;^mLT^ 



o 



ffilE^ 2003-3056670 



IP 2002-173798 ^ i/ : 84/ 

c<7)^;^mt Lr{i. mm. 'j^m. M:it7i^mm. 

[0 0 9 2] 

m.m. jiSffijflL. ^-^enTmjfiL. MmM^mv ^M^jfiiM. i^i^tjulU'S: to > - 

ii^^)V7.^mm:^. ^y^^y^mm^. AiDsmm^j:t') . mimmB.. 

m ■ ^mmtLx. i&m^x^^^j:mmtLxmmir^zt^^x^:ho 
^§tm<oF p RL i(D^m.^m^L. mfprl i<Dmmim.^-t^^t:d^x^ 
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^12 0 0 2- 1 7 3 7 9 8 ^ ^-i/ 

[0 0 9 3] 

iim%W}<l^ imx.lt, yyh. -^^7., ^)V^yY^ ^"^^^ ^ 

V. ^-^^ ^.u^ ^)ut^tn i<znLxik^ir;bzt7f)^x^;ho 

Mm^!^tfzii^(om.<7)^-^mii. tmmm. ^-^nM.. h^iincj: 
Ok gtLx) ir^v^TJi. -Biz^^mit^m^^^o. 1-1 oomg. mt 

L<{i#tJl. 0-5. Omg. J;i9Sf^ L<{i|tl. 0 - 2 0 m g^#i--5>o 

nmiz^^-r^m^it. mt^m(Dimik^m:im-^nm. n^mm^j:t'i,zx^ 

Xi>m^j:^^^< m^lf. ^^m<r>Di^Ai,znir^y°u^-^~f^^:^j^^-^;^^l^ 
^^^mmi'Drnxm-^, r^^y^s^-r-mB.^ (#:S6 0kgi:LT) iz:^^ 
-r^m^. -Htcc)^M'fb^%=S:|t70. 0 1-3 Omg^Jg. tti-tL<l±^0. 

i-20mgmm. j^^tftL<it^o. i-iomgmm^mm^mizx*)^ 

't^'^^'^-^-(om^^^mtfzimm-t^it^!^ttzit^<D^^>^^v-^ 
>^-t^±xm^x^mx^y). ^i^bj <ddna mm^^^ izmm-r^ ^mmmo 
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[0 0 9 4] 

UPAC— I UB Commission on Biochemical Nomenclature J: ^ B&-^ab 
5 /mt::ML7l&^^14#::6^^l9#;i)^^{±. L^SjlttLtf L-^-Sr^i" ^> O 



DNA 




C U IN /\ 


. tBtoOV y ^ ^ V 


A 




T 




G 


: ^T=-y 


C 




RNA 


: ^mm 


mRNA 




dATP 




d TTP 




d GTP 




dCTP 




ATP 


: T-T^y v>H'; >^ 


EDTA 




SDS 




[0 0 9 5] 




G 1 y 
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A 1 a 


: — >' 


V a 1 


: > 


Leu 


: n ^' V > 


I 1 e 


: -f V n ^ > 


S e r 


: > 


Th r 




C y s 




Me t 




G 1 u 




Asp 




L y s 


: Vv> 


A r g 




H i s 


: 


P h e 




T y r 


: ^ui/y 


Tr p 




Pro 


: i; > 


A s n 


: Tx/t7^> 


G 1 n 




p G 1 u 


: ydu-y-jv^ ^ >\ 


* 




Me 




E t 




B u 




P h 




TC 





[0 0 9 6] 
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88/ 



T 0 s 
CHO 
B z 1 

Cl2 B z 1 

Bom 

Z 

C 1 -Z 
B r— Z 
B o c 
DNP 
T r t 
B um 
Fm 0 c 
HOB t 
HOOB t 



: 2, 6 - v'^J' no'-^^v?;!/ 
2 - y y ^ v t!; .-K- 

1 -l: Kn^v^>X h u TV-;v 
3, Kn-3-li Kn^^ v- 4 V- 

1, 2, 3-^>V*b';Tv>' 
: 1- 1 K n ^ v_5- / ;^ ^-2, 3- v ;l/ >Ki|r i/ >r 



HONB 
DCC 

[0 0 9 7] 

iS^!l#-^: 1 

ie^iJ#^ : 2 

^^H^Oli hfi5^FPRL 1 ^r/- Ki-^ c D N A<D:^»gB^J^^i- 
iB5^!j#-f - : 3 

human i n <7)T 5 y ^fB^iJ^r^-to 

[Gl yl4] -human i nOT5 yMW-M^miTo 
[0 0 9 8] 
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i?n-->^ (Molecular cloning) tcfB^$ttTV^^:^?^tit3&ofco 
[0 0 9 9] 

[^*&^J1] FPRLl-GFP$r|&31$-lJ:7tCHO«tCibnt-?>. 
>T^jDlCioTliijn$-^fcmi^c AMP»<7)h uma n i n IIJ: ^^^p$IJ 

FPRL 1 -GFP^|&^$^^:/zCH0*fflJ3a^T-;'-t^ffl^«l (HBSS (Gi 
bcoBRL) tCO. l%'>'>JflLVtT;l'r5 isXX>\ 0. 2 mM lEMX^^^ 
Ly^:^><7)) KXm^Lfz^^. 3 5 %C O 2 ^#TT-3 0^it«L/Co T 7 

■fe^fflitllbtcT#fiL;^c#^Jg<7)h uma n i n (^7°^ KW) t^wfiMili^K 
*»L. -€-<7)f^-7:i-;^>c.=n;>i^Mi:^^J;^t::^iPtfwo 3 7'C". 5%C 

0 2^f1^TT'3 0^:^#t7to :^«Ji?t^^TT. c AMP screen k 

1 t (Ty7-f'K/N'<:rv;^-rAX1±) (0"7°n h mi*i<7) c AM 
P=:=l:yi/'- h (ARVO s x v;v^^^;i/:;:7 >^ Wallactt) 

^RLi-GFFmm'f-trmxLfzcnommmm^K. >mmizx 

oTif^jn^-fr/^mi*] c AMP4(75h uma n i n J; 

^j^^'j^^^mm^ixfz (mi) o 

[0 10 0] 

^#§H^<7)FPRL 1 V ^(DU^y^-:^^ Vtfzii^om.. ifzi±:$i^m(DFPR 

L 1 ^^L<{i-eogi5^^y-^K^rr^K-t-^DNA(i. mx^i^. mm^mmit 

*M9g<^FPRLl. ^<^SB5?-^r^Ki7t«-?-<^:^i:human i n^^rffl 
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HP 
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v^-Sdt Hi;oT. human i n t^^m<DF P RL 1 , -^(T^fU^^-r^ Kt 

[0 10 1] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> A Screening Method 

<130> B02187 

<160> 3 

<210> I 

<211> 351 

<212> PRT 

<213> Human 

<400> 1 

Met Glu Thr Asn Phe Ser Thr Pro Leu Asn Glu Tyr Glu Glu Val Ser 

5 10 15 

Tyr Glu Ser Ala Gly Tyr Thr Val Leu Arg lie Leu Pro Leu Val Val 

20 25 30 

Leu Gly Val Thr Phe Val Leu Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg Thr Val Thr Thr He Cys Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Thr Ala Thr Leu Pro Phe 
65 70 75 80 

Leu He Val Ser Met Ala Met Gly Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Leu Cys Lys Leu He His He Val Val Asp He Asn Leu Phe Gly Ser 
100 105 110 
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Val Phe Leu He Gly Phe He Ala Leu Asp Arg Cys He Cys Val Uu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Leu Ala Met Lys 

130 135 140 

Val He Val Gly Pro Trp He Leu Ala Uu Val Uu Thr Uu Pro Val 
145 150 155 160 

Phe Uu Phe Uu Thr Thr Val Thr He Pro Asn Gly Asp Thr Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Gly Thr Pro Glu Glu Arg Uu Lys 

180 185 190 

Val Ala He Thr Met Leu Thr Ala Arg Gly He He Arg Phe Val He 

195 200 205 

Gly Phe Ser Uu Pro Met Ser He Val Ala He Cys Tyr Gly Uu He 

210 215 220 

Ala Ala Lys He His Lys Lys Gly Met He Lys Ser Ser Arg Pro Uu 
225 230 235 240 

Arg Val Uu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro. 

245 250 255 

Phe Gin Uu Val Ala Uu Uu Gly Thr Val Trp Uu Lys Glu Met Uu 

260 265 270 

Phe Tyr Gly Lys Tyr Lys He He Asp He Uu Val Asn Pro Thr Ser 

275 280 285 

Ser Uu Ala Phe Phe Asn Ser Cys Leu Asn Pro Met Uu Tyr Val Phe 

290 295 300 

Val Gly Gin Asp Phe Arg Glu Arg Uu He His Ser Uu Pro Thr Ser 
305 310 315 320 

Uu Glu Arg Ala Uu Ser Glu Asp Ser Ala Pro Thr Asn Asp Thr Ala 

325 330 335 

Ala Asn Ser Ala Ser Pro Pro Ala Glu Thr Glu Uu Gin Ala Met 
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340 



345 



350 



<210> 2 
<211> 1053 

<212> DNA j 
<213> Human 
<400> 2 

atggaaacca acttctccac tcctctgaat gaatatgaag aagtgtccta tgagtctgct 60 
ggctacactg ttctgcggat cctcccattg gtggtgcttg gggtcacctt tgtcctcggg 120 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcacc 180 
accatctgtt acctgaacct ggccctggct gacttttctt tcacggccac attaccattc 240 
ctcattgtct ccatggccat gggagaaaaa tggccttttg gctggttcct gtgtaagtta 300 
attcacatcg tggtggacat caacctcttt ggaagtgtct tcttgattgg tttcattgca 360 
ctggaccgct gcatttgtgt cctgcatcca gtctgggccc agaaccaccg cactgtgagt 420 
ctggccatga aggtgatcgt cggaccttgg attcttgctc tagtccttac cttgccagtt 480 
ttcctctttt tgactacagt aactattcca aatggggaca catactgtac tttcaacttt 540 
gcatcctggg gtggcacccc tgaggagagg ctgaaggtgg ccattaccat gctgacagcc 600 
agagggatta tccggtttgt cattggcttt agcttgccga tgtccattgt tgccatctgc 660 
tatgggctca ttgcagccaa gatccacaaa aagggcatga ttaaatccag ccgtccctta 720 
cgggtcctca ctgctgtggt ggcttctttc ttcatctgtt ggtttccctt tcaactggtt 780 
gcccttctgg gcaccgtctg gctcaaagag atgttgttct atggcaagta caaaatcatt 840 
gacatcctgg ttaacccaac gagctccctg gccttcttca acagctgcct caaccccatg 900 
ctttacgtct ttgtgggcca agacttccga gagagactga tccactccct gcccaccagt 960 
ctggagaggg ccctgtctga ggactcagcc ccaactaatg acacggctgc caattctgct 1020 
tcacctcctg cagagactga gttacaggca atg 1053 
<210> 3 
<211> 24 
<212> PRT 
<213> Human 
<400> 3 
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Met Ala Pro Arg Gly Phe Ser Cys Leu Leu Leu Leu Thr Ser Glu He 

15 10 15 

Asp Leu Pro Val Lys Arg Arg Ala 
20 24 

<210> 4 
<211> 24 
<212> PRT 
<213> Human 
<400> 4 

Met Ala Pro Arg Gly Phe Ser Cys Leu Leu Leu Leu Thr Gly Glu He 

1 . 5 10 15 

Asp Leu Pro Val Lys Arg Arg Ala 
20 24 



[mi] mrtc AMPiCi^FPRL 1 - GFP^##:^^$-^/iCHO#JB 

(Basal) ^I^t^ -^-iVTs-n^) y^i ^ Mi^iJUx i5 J: tFdpj^tc^^cT^ji 
m (M) <7)FML P. humanin (HN) . :feJ:y'^[Glyl4] huma 
nin (HNG) i^Jl^^:^ tmm^^^lmLX^ 3 > 

[1112] TOl*lc AMPitlct^FPRL 1 - GFP$^#:^^||^HirTv^;&v> 
CHO,« (mock) izS^m&^^j:') Y'm^<7)mm^m^^'&^^iro 
xav y'Cm^L^\^^:^m (Basal) H*tL^ 'i^^i'X rj V >=Sr 1 M^iD. 
iiXZfm^liZm^(7)Wkm (M) <7)FMLP. human i n (HN) . isXZf [ 
Glyl4] humanin (HNG) ^^^fl^:^^') > trnV^ltZi^uLX ^ >^ 
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imi] 



mm 



^-^>': i/E 



2.0 



FPRLl 



OFMLP 

■ HN 

■ HNG 




Basal FSK 



[III2] 



1 0.3 0.1 
Ligand Ct/M)+FSK ■ 



0.03 0.01 



mock 




Basal FSK 10 



1 0.3 0.1 

U^nd(A(M)-i-FSK 



0.03 0.01 
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^^fM2 0 0 2 - 1 7 3 7 9 8 



ta m A m m n 

l5SU#-^ [000002934] 



1 . mM^E 0 


1992^ 1H22B 






ftBf^M 




ft m 




11-^ 


ft ^ 






2. ^M^^ B 


2003^ 90 












ft^^S 




ft ^ 






ft ^ 





/ 



